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^ (54) Title: PROCESS FOR PRODUCING CYTOTOXIC LYMPHOCYTES 
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9\ (57) Abstract: It is intended to provide a process for producing cytotoxic lymphocytes characterized by involving the step wherein, 
by using a medium having a total concentration of serum and plasma in the medium of from 0% by volume and less than 5% by 
volume, at least one treatment selected from among the induction of cytotoxic lymphocytes, maintenance thereof and upscaled culture 
thereof is carried out in the presence of fibronectin, its fragment or a mixture of the same. 
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TMB^t. CD (Cluster of Differentiation) 

/"^-rmm (w.T> Th tum-r^) . cd8v-*-&wl, ^izmmmmm 
i^^^-rmmmmiiTmm ctc ; mmmmi^T^j >/\-j^ (cytotoxic 

T lymphocyte), ^^-TmmtWitn^o UT. CTL tmm 

r^:iti!}^$>^:i izm^m-^n^o mmmm'p'y-^ )i7.mmmmm^mmvxm 
^, m^r^(D\zm^Mmm^m^^rzvx\^^^cTLit. BrnmcD^o^zmm 
iznLxi^mm\zKft--r^mi^^m^-r^(Dxmji<. mmmm\mmm±\zwtE 

r^^mmm^m^i^ CMHC : t ht:i*3ViTt^t he^Jnl^ (HLA) t 

m-r^:iLh$>^:i ^'^:^i^^\z^^vrc^&i)mmm^<otn.m (trcM^y^^F 
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^mmmf)^iE'Btji}:ihm^(D^j>jmf}^^E^tT^tfim\zMvxwmmizKm 

T^cTL^^i^^ (ex vivo) xmrnvfc^. < imm^ni^-r. 

o m^^t. mm'E^)\^iz^\^^xm^^mmm-/j^'y^)V7.mm^^nmmizMvx 

mmfSimmmx^^Z.^-fy^^r^m'^tlX^^^ m^\t. Creenberg, P 
D . 1 9 9 2 ^^It, Advances in I mm u n o 1 o g y 
S:a^Reusser P. flilS^, Blood. 1 9 9 1 Vol. 78, 
No. 5. P1373~1380)o C(D?&3^fe-e«C T L CDtfCM^Se^fi^tg 

±m(D^oumi^^mmmz^\^^x. mm^j}M^n^rci^iz},t-Mm&.±(Dm 

^rL^(Dmm^^mmmizm^^ ti)m±<Dmmx$>^ Li^^^^o 
c T L (Difi0M^&=}mmm^^mmii^zsm^k-r^rc&izu. cthz-di^^x 

m^-f^&oxj^^o b^^b, mn. :i<7^:^mxitMmmzn^n^cTL^f}m 

mmcDmwjzmmjiTmm^mm'r^yjmLvxit. ^j>y^:^^> 
famt^^-mm (lakm) ^m^^^^mi^^mmm m^it. Rosenb 

erg S. A. m, N. Engl. J. Med. 1987^, Vol 
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. 316, No. 15, P 8 8 9~8 9 7) , ^MMO)^ >^ — n^ ^y- 2 ( 

iL-2) ^m^>xmmi.rcmmmmo>/m (tid ^m\^^^mi^f^^mm 

(.M^it, Rosenberg S. A. ■fifi, N. Engl. J. Me 
d. 1 9 8 8^, Vol. 319, No. 25, P 1 6 7 6 ~ 1 6 8 0 *5 JcO^H 
o M. m9^, Blood, 1 9 9 3¥, Vol. 81, No. 8, P20 

9 3~2 1 0 1) tm^nxi^^^o 

L - 2 m^it. R i d d e 1 1 S. A. te4i&, J . I mmu n o 1 
. . 1991 Vol. 146, No. 8, P2795~2804), ^^V^ 
UifiCD3'ey^n—j-)]ymi^ (triCDSmAb) t I L - 2 5rffl V^T, ^tl^ 

eenberg P. D. -fdll^, J. I mmu nol. Methods 
, 1990 Vol. 128, No. 2, P189~201) ^m^-^tlX^^^ 

o 

^i^\Z. m^^jkm^Q 6/0 6 9 2 Qn/'^yyUy hizUREUm (r a p l 
d expansion method) ;&^~M^$nTVi§o COR EM^ifS, 

tn:igii#s6UCTL*5<ktXT„ ^^tiTmmowMMm^Mmmxmm (Expa 
nd) ^-ii^;^feTfe^o o^o. <DTmm^ ti->^mm-^'ttx±m(DT 
mm^mm-^mx^o. mcDsmw. il-2. mmznmmmm\z^i:)mm 

^^tii< L:/cPBMC (peripheral blood mononucl 
ear ce 1 K ^mikmmmm) t:x.y7.^^ y-n-)Vt>-i )V7s (EPS 
tein-Barr virus. i^TE B V tmS-T) i^^Mt ^ffl V^TtrCm 

sfe, m^<Lkm^9 7/3 2 9 7 o^nyyv'y v\zu^^REumtmm-^ 
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(D^-^y hizni^xmrn^^^^-r^o hAKmm%±mcTLtmm\z. m 

f-^mmm\zmm-^n^. 

mmm<D^>l^-U^^>-2U±-:^i^- (IL-2R) tCi^-^TS^ilCcfcO 

mmit'^'bizmmt-^n^o src, i l- 2ruv y/mo^mmt-^-ti-hh 
^z.t\tmmx$>^o ^r:i. cTL<Dmmiz^^^x\t. ^m\z^^mmizm-^n 

e,nTViSo i^t^iy. mm\ziii-^t^m<D]km ' isim.^mwr^fz.mzm.m^^(D 
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^^hti:r)mm\Z'Z-m^m<Dmm^m<^ntii\^^. ±m(DmwmM.m^^ 

zsm^(DMm^^mm-r^rziib\z\tm!in.m^m^^^<^ii>>bn^A^. ^(^.k^ta 

. t.rc't(DT^ymmn^^z\t3mm(DmMo)mm^^^^rixidio. emerge 
m(DmMvx±mm}&-^nxi^^. smmo:>mi&i<Dmmi-Siim. i im. i i 

-ru^^^^>'^\z\ti 4 0) I I im<Dmmt^wtE-r^^K 8#g, 9 

#g. 1 o#a {)>xf. ^n^'txi II-8, III-9, iii-io i*5^T 

III-12, III-13, III-14 tM-t^o ) «^A° U >fg'& H 
>^0(;:^#$nTVi^„ Sfc, I I I - 1 0 (cttVL A (v e r y late 
activation antigen) - 5 ^^^^;*^^^^nT43 D , CIO 
nTBB^J^RGDSTJ&^o S^c> ^A°U H^-f ><DC*)^fiJ{::Jt I I I 
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cs tmtn^mi$.:^^^^-r^o i i i cs\zit2 5t^ ym:^^'=^f^^yhA- 
ane F. Momer^. 1 9 8 8¥^tT, FIBRONECTIN, A 
CADEMIC PRESS INC. , Pl~8, K i m i z u k a F. 
ms^, J. Biochem. , 1991 Vol. 110, No. 2, p 
2 8 4 - 2 9 1 *5J:IJ^H a n e n b e r g H. -ft&S^. Human Gen 
e Therapy, 1997^, Vol. 8. No. 18, p2193-22 
0 6) o 

w^t-r^. mmmmi^'j >/'^m(Dmm:^mizmt^o ^^h^oiii ©^B^-rm 
^•^n^mmmm^v >/mtvT\t. y^-:fu^^^y. ^(Dy^^y^yv^ 
fzU'tn(^<Dm'^m(o^^^^y\zmm.^rit^^<Dh\ti^vx. ^y^^-u^^y 
-2u±-:fi7-^mmm-t^mmmm^^jy/m^m^-^n^. sfc, *^bj(Z) 
mKDmm-vmm-^n^mmmm^vy/'^mtvxit. y^^u^^^y. ^<d 
y^^y^yh^rcU'tnib<Dm^'^<D^^tEr\zmm-^nfz%(Dtit^hx. c 
Dsm'i^mm^mitmx^m-r^mmmm^'jy/m^m^'^n^o 
BMom I (DmMxmm^n^mmm^'\i^j y/mtvxit. y ^-zru^^^^y. 
^(Dy ^ ^ ^y v^fc\x^ri^(7)m'^m<DW^^yx<Dmum^^^) ymt<Dm 
m-^mz^rtrnm-^ntc^cDtitWiVx. m±i^mm-tfim\^^mm^m^') ynn 
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e 1 l/cm2~5X10^ ce 1 1 s / cm^ T^-g), ^^n/-^tc\^ 
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(b) mmrMP^^(Dmm^(Dmm<Dmm^. i c e i i /mL~5 x i o ^ c e 

1 1 s/mLT^^> 

(c) mmmmm^(Dmm(Dmm:^^2 x i c e i i s/mL~i x i o « c 

e 1 1 s/mL-e^^, feb<« 

10^ ce 1 1 s/cm2~ixi0« ce 1 1 s/cm^ T*^, 
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mxT ^ 31 i ijm ^ ^ n o 

o 

^ ^ ^ d6 ® « ^ <D J^ffi 
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y:^^ZS^(Dy^^^yV\t.. mA.\t. JV^T.y-'r^ E. 6 CRuos 1 a 
hti E. , et a I . . -y^-'tJl ' ' /'^^^Ui^tlJl" '^^7.h 
^J—(J. Biol. Chem. ),m256#. IS14^, ||7277~ 

7281H (1981) ) (Dm^izm-^^^. ^f^Mm(Dmmf)^^mmmzmm^ 

^ 'fu^^^y^tzMi.y ^^u^^^^yyy^yf^ y vt\t. z.fi^ti^^mz^\,^ 

xy -fu:^^^ ^y t-mz^^t^mcD^ yn^W^:^nmz^^hx^^t^\^^ 
d^^lc^T^. ±M(Dy ^yu:^^=^y^^xs^(Dy^^^yv\t. ^n^'ti 

m^T, ^i.<\^mw^(Dmm(D%(D^m^\^x^mm\zmmt^^iii3^x^^. 
ta^, y^':ru^^^y\t^<<07.':f'y-(yy^n^)ryV(D^^tim<^nx 

skmmm<Dy^yu:^^^y(Dm^. mmm'^\^^-(y(D±m\zw^t^ED- 
B hmtn^m^^ mmi^^\^^^ yt^z-^v >^-^H^-r >oFBit;i#ffi-r^E 
D - A pf ^tn ^mm^^x^i'Xi^^:itf)m^nxi^^^^^. z.(d^^u stm * 
^(Dy^ yu^-^^^yh:iipimmizmmr^^iit^x^^o 

:!i^^mizmmx^^y^yu^'.^9-yy^^?^yh. u^xs\zw^y ^ ^ :^y v 
(Dmmzwt^^mfs.mm%. =^5^y:^ f. e>CKimiduka f. . 

e t a 1 . . • -^y ' n-i^^^Ts hU— (J. Bi'ochem 

. ) > milO#, m284~29lH (1991) 3 , 3->::^U v V A. 
R. e)CKornbrihtt A. R., et al.^EMBO iP^ 
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-^JV (EMBO J. ) . m4m. m?^. 1755-1759 (1985) 
] , K. ^) CS e k i g u c h i K. . e t a 1 . , A 

'i:t^^7. SU— (Biochemistry) , II25#, 1^17-^, 493 

6-4941 (1986)] # J: D ;i ^Df&^'T^ ^fc> y^^u^^^^y 

COT 5 y ^SB^iJtCOV^T^i, Genbank Accession No. N 
M_0 0 2 0 2 6 (NP_0 0 2 0 1 7) izmm-^tlXl^^^o 

8 (m^m<Dmm^mxm:-^n^rs.y^mmm , i i 1-9 mmmo^m 

#-^2T^$n'?)7 5/mBB^J) , I I I-IO (@S^mc^iH?iJ#-^3T^$n 

-sT^/MBB^j) . I I i-i 1 (mm0.(D^mmn4iTm^n^7^ym^m 
) . I I I - 1 2 m^mommmns-vm-^n^r^ymmm) , i i i - 1 
3 (mmmcDmm^^Gxm-^nhr^ymmm) . i i 1-14 (^mmcom 

^^^T;^i:'55i^u^:/5^H (m) (mim^M) ^> HUBEVi-rn^^oT^ymsH 

H (m) tmm^mm^^r^^^^j^y^}^ (n) wj^^n^o 

m^^mt^h(Df)mmizmmx^^. mmmm^mt. :$immxi^m^n^y 
^^y^>h (^©mj^'&Hp^-o) iimmt(D^^^<ikm(D:^m'^^mvx7 

UTAX D. A. ^(D:f3m CWi 1 1 i ams D. A. , e t a 1 . 

, ^-r^-V— (Nature) , ^352 :^438~441M (1991) 

] m^^n^. mm:^m\t.. mm^i^-v\zm'^i\:.L't:.y^cr}^yv\zn'r^m 
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^^izy ^':rn:^->^^>(Dy^^^?f^>htLX\t. c-2 7 4 (@B^J^©@a^J 

m^9xm-^n^r^/mum) . H-271 (mmm(Dmmmm oxm-^n 
^rs^ymmn) . h-2 9 6 (m^m<Dmnmm ixmi-^n^r^ymmm 

) , C H-2 7 1 (@S5^mcD@S^iJ#^l 2 T^^n^T^y ^SB^J) > CH-2 

9 6 (mnmommm^i 3xmi-^n^7s.ymmw . c-csi (@b^j^<7) 
mn^m 4x^-^n^7s.jmmm) . ^:/^«ch-2 9 6Na (SHa^m(Dg2 

o CH- 2 9 6N a\Z-0\^^Xi-i:$^miZt^\^^XtJJibXi^m^nrc:^V^y°'^ 

±gB0CH-271, CH-2 9 6, CH-2 9 6Na, C- 2 7 4> C-C 

s 1 (D^y ^ ^ ^> hitvh A- 5 \zii^^T^m\i^m'r^mmin'^\^ ^^-i >^ 

^-r-S^J^U^^'^HTfe-So ^fc. C-CSl. H- 2 9 6, CH- 2 9 6, C 
H- 2 9 6Na«VLA-4{CJ^^T'&?Sft5Wr^CS- 1 ^^TS^U^T" 
=^\^X^^o ^^{C, H-271, H-2 9 6, CH-271. CH- 2 9 643 
ckt/CH- 2 9 6 N att^AU F^-f >^Wr§4^ U ^:7°^ FT^fe^o fji 
*5, CH- 2 9 6 N a««fi^©:7^' yp;^^^>tc:lott§«i^S'& H^-'f > 
jO^^C S- 1 *T^^tr3j?U^y^FT^-5c TJ^t>-^, CH-296Na«G 
enbank Accession No. NM_0 0 2 0 2 6 (NP 00 

2 0 17) \zm^-^ tlx ^^^y ^ ya^-^^^xDr^ /m^no i 2 1 o#g(75 

ytu U >>6^e> 2 0 1 6#g(DXl/::t->^T^-^£f>i^U^7'5^ Hct 0, 16 3 1 
#a(DTXA*^^>/&^e. 1 7 2 0#i(D7.l/^->{3t)^§^i^ (ED-A) 
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III-12, III-13, III-14) iz^^xm^-^nx^^^o BUIE I 

Mfg-B-SUfi (VLA - S^-B-MJ^, Prol239-Serl515) t—^ 
(Dl I I MSE^Jt50^^M^bfc:7^^^>hT*^CHV- 8 9 (iB^J^(7)SH^J# 

m bx^-^n^r^ jmun) . chv-qo (@a^j^cD@H^ij#^i e-e^^ 
n^T^/Mse^j) . cHv-9 2 (@B^j^<DgB^j#-^ 1 7T^$ n^T^/m 

17 9 (iB^iJS©@H^J#-^ 1 8T^$n§T^/M@H^'J) , CHV - 1 8 1 (IS 

^mcose^j#^i gT^^n-sT^ymss^j) Wd^^n^. chv-8 9> c 

HV - 9 0, CHV - 9 2\t^n^m 11-13, III-14> III-l 
2^^tSh(DX^K>. CHV-179«I I I-13<i:I I 1-14 CHV 

-181 I I I -1 2ti I 1-13 ^^n^en^hjx^^^. 

(DH- 2 7 5-cy s (Dmm:^mzmi^x±m^y ^ ^ ^> h\zmm<D7 S. 

^mn-r^^t\z^r)m7&m^x$>^o m^\-£. H-275-cys (sh^usco 

—^^^t^y^^^>htmmrj:mm^^T^. mm.y^^;<>h^mj^-r^^- 
^j^zr^V(DT^/mmmizihv<\tmmim<D7^/m(Dmm. mxh 

1 3 



wo 2005/019450 



PCT/JP2004/012238 



b < umn ^ WT ^ r ^ y miS^iJ ^ ^ ^ U ^ H ^ § o T a5 -3 T 

-r>'>, o-r>'>; 3. TT./'^y^ym. ^')v^^>m> txa^=^=>, 

4. •fe'J>. xi/:t->; 5. U':/>, T;i^^:i> ; 6. :7xzi;UT^::: 

y^HT&n yD^^^5^>79^^y > hcD^T^^ (i) mfi» 

14 U >/^^(DJffllS««?g'ltcDJi5tX(iili#atg, ( i i ) I L - 2 R(D^^«co 

m^mm. (i i d cD8i^ttm(7)it^iRi±atg, ^rcts (iv) mmmm 
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14 u >Am(7)W:i^mmm(D\^±mm(D{>u< thi^^-fm^omm^mr^^t^ 

i) ~ (iv) (D\^mti^(Dmm^m-t^Tf^')^'f'^\^^. :^%m\z^\'^x^m 
, 1 9 8, 4 2 3 nmmm(Dum\zm^\^^xmii.^m.m7^w^ o mit-r^ 

X^^o mXit. ±|BcDH-2 7 1 OB^J##l 0) , H-2 9 6 (S2^iJ#-^ 1 
1) . CH-2 7 1 mm^m 2) , CH- 2 9 6 (S2^J#-^13) (D^y y 

^^>ht^ibmz:in^^w^'r^:^mit^m<^mMmm\zmm\z$m'^nx\^^ 

^fc> CH-296Na (gB^J## 2 5 ) i:^(Z)Mig;^?*f^-3 V^T^i^jZliCT) 
(3) CH- 2 9 BNatC-^ViT, *3 J;t;^'IIMf!|{CfB«$nTl.i-g). ^fc, ±fB 
©C-2 7 4 (E^J#-^9) 7^i^p^>h{i^a#fi=ll5, 1 0 2, 9 8 8 -^B^ 

mmiztm-^nrcyjmiz^v'i^^ztti^x^^o $^J'> c-csi (sb^ij#-^ 
1 4) :7^/f^> h«02^Jitff^3 1 0 4 1 7 8-^Bjia»{ciB«$nrc;5-^£t'J; 

«9#^^:<h>&^^-e^^, ±fBCHV-8 9 (SB5^J»^15) , CHV-9 0 (gB^J 
#^16), CHV-17 9 mmm^l 8) <D^yy^^>h\t. B*i|#ff^ 
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2 7 2 9 7 1 2^mmm\zmm^nrzyjmz^K)m^z.t^^i:^^^. ^tz. ch 

V-18 1 (S55^J#^19) :7^i^p^> b(j:ai^^Pfim9 7/ 1 8 3 1 8^A> 

yu^y h\ztim-^nrc:^mizm\:^x^%^z.t^^i^^^o cHv-92 (bh^j#^ 
17) y^^^>h\t. B:$^<i^nm2 7 2 9 7 1 2nmmm:^^zsmm<i>mm9 
7/18 3 1 snnyyuy h^mmv. "tn^o^mizmm-^tircy'^x^ f 

^.tii^ (Dy ^ ^ > h ^tzit^iniby ^ ^ >^ > ^^mmizmmx^ ^ 
^^>h\t. T305-8566 B^^m^^^^-DKit-f^w^iTB immi'p^m 

x5 \i^'j>m(D:i3mzj^'o^^T^z.tizj^r)mm't^z.t:^^xt^ 

PERM BP- 2 2 6 4 (H- 2 7 1 ^zi- Ff^y^X^ H Sri^W-r'5;'cJ® 
m ; ^KS 1 9 8 9^1^ 3 0 0) , 

PERM BP-2 8 0 0 (CH- 2 9 6 ^n- H'TST'^T,^ H2r<SWt-§;'c 
Mffi:^KB 1 9 8 9^5^120), 

PERM BP- 2 7 9 9 (CH- 2 7 1 Srn- Kf^r/^XS H^^Wf ^± 

mm-.mm^B i 9 8 9¥5^i20), 

PERM BP- 7 4 2 0 (H - 2 9 6 ^ 3- ^ ^ K iSri^^-T S;^)^ 

m ; ^16 0 1989^5^120) , 

PERM BP-1915 (C- 2 7 4^n- FT^y^XS F2:{^WT§:^J^ 
ffi ; ^160 1 9 8 8i^6^ 17 0), 

PERM BP- 5 7 2 3 (C - C S 1 Sr3- FT-S T'^X ^ F Sri^Wr^;'^^ 

M ; ^ft0 1990^3^50),. 

PERM BP- 1 0 0 7 3 (CH- 2 9 6 N a ^3- F-r^:/^^^ F ; ^16 
B 2 0 0 4¥7^ 2 3 B) 
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PERM P-12 182 (CHV- 8 9 ^3- HT^y^T.^ H^^^-r-S;^ 
mm-.mtB 1991^4^80), 

PERM P-12 183 (CHV- 1 7 9 Srn- K-rS:/^X5 F?£#Wf ^ 

i^mm;m^B 1991^4^80)0 

^z.t.%nxhn^o ^n'b(DiLti)^<b. ifmn\z^^^x\t.. x^. ^iomv^© 

Tco >/miz^n^ I L - 2 R(Dmmm(D±m. id^zsu.±^m^nrco >a°5^ 
iz^m^n^y-c':fti^-^^yyy^'^>h<D^i^mtLxit. mzm^um-^ 

•f}^. ^jifcUl ~2 0 0 kD. j;DiJfjil3^i 5~ 1 9 0 kD, ^ ^, l;i$fii{C{i 1 

o~i8 0kDT*^o ^i^^^^ic^, m^it. sDs->j?UT^u;i/T5 

/MiB^J(c*3iiT, ^m^^(Dy^ fu:^^^^yyy^^yb^m0^r^^^^J^ 
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, m^^rz\tmi^^mmyutDn^:itizr^^o 

:^mm<Dmmmm^vy/^ntLx\t. mzm^'r^h<Dxmi.um. mxit 
mmmmm^^mt^. vyy:f^^ym^it^y-mm (lak^bbs) . mm 
mmitrmm (ctd . mmmm^yy^n (tid , NKmmmmmwi^n 

^itm^m-t^mmmmtvx^t.^mM^mm (pbmo , nkm, -^-^ 
nmmmx$>tnt:$im^izii\^^xmmmmtLx^mx^^o zn'b(Dmm\t± 

:$i^m<Dmmmm^'jy/'^wmm:^m\t. y^yu^^^^^y. ^(Dy^cf^ 
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m\zj,t 0 ^m%&.± 4 ^mxuT. mzttfmizit o^m%&.±s ^mx^rt-r 
^zitM-v^^o :^mm(Dmziifmtiimm\zi5i^^x},-i, mm^izs^m - s!n.m^± 

m^mm^<DM.m^mm^'ii^j^x^'^iz^mri^mx$>^o ^tc. :^mMiz^ 
v^T, mm-t^skm ' itLm(Dmmm^-^^\zmm'^itrzi^m^it. mm^^<=^iz^ 
i^xikm ' ^mommm^Wimmzi&m-^'ii^z.t-^i'v^^o rut>-^. mmm 

mmmmmmi(D^m(Dmzmm-^n^mrcrjimmfp(Dii!Lm • Mmmm^mm^ 

u<D^mjimm.Wi(Dmm^\z:iiiir^ikmii^uiisLm<Dm^mmm-f}^mmmihmii 
m\^-f)\ hVKi^i^mmmm^ 0 ^i&m-^nx^^^mmmm^^j y/mommij 
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1 /mL~ 1 X 1 0 « eel Is /mL, 0miZ\tl cell /mL~5 X 1 0 
^ c e 1 1 s/mL. $ (C|f?jitc:« 1 cell /mL~2 x 10^ eel Is 

^^■r^-^\ i^m^^mr^ti^ %i.<\immmmmm^t^^mir:^z.h7f)ix^ 

:^^m(Dmmmm\^'j >/m(Dmm:ijm\zi^\^^xmm-^n^mm^ziitikm^^ 
nikm(Dm^mmm^m^xiimzm^m£<. mmmm^'j>^m. t(Dmm 
mmomn. ^^^Z'^-^M^^m'^vxi^m-^nfz'j^momm^^m'r^^ih 
f}^x^. fzt^iti^mcDmm^m'^m^vxmm-r^z.tfj^x^^c ;in^<Dm 
mit^<D:$:m(Dmi^B^'j^umzmmt^^y/^^n. ^-^h^j^ym. ^omoj^. 
^^^/vX\^^xh^\^^o BMizit. iL- 2^^mr^i^m^^:^mmizmm-^n 
I L- 2<Dmm^(Dmm^vxit. ij^izmmttni^^H)^. m^\^. ttfm\z\to 

. 0 1 ~ 1 X 1 0 5 U/mL, .fcO^ffJitd^O. 1~1 X 1 0^ U/mL-TifeS 

:^mm(Dm^mmm'j>/m(Dmj&:^mzid\^^xmm-^n^mmmmmmtt^ 

2 0 
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mm 3 4~3 8 43j;rjc4 5~5 2 iz$im<D Li^K) . mmmmmco^ ^^^mm^ 

m^\tr^^^-fj^. m^ito. o o i~i o o wg/mL, #(co. oi-ioom 
mxmm-r^z.i:7f)^x^^o ^tz. z.<Dm. u^^>m(DU>/^mmmi^^Wi 
ps^ $ n -§) 1? ^T^cC o 

cDs^fbibTfi, TBmmme i^^xse 2izBm(Dt^y)izn'^^t-^^x^ 

n^h(Dxm^^\ mm^^. m^u. mmmmizmmit-r^m'^. mm^mm 
mizAtitimz. ms^^^^m'^\zmMvxm^>^m'^(Dmm(Dmmtmu(Dm 
^tu^j^o\z. miizxn^mmmizi^vx^^^(D-^m^m^<\:t^(D-fy^ 
'^m0Z^(Dm^i\:mumm(Dmmm%^tin\tmzm^^n^h 
(Dxitui^o m$imm-i. mm^mmizmmmmmmi'^ommmizmmi.xm 
m^n^o mBj^^^mmmmzm^^tr^m^. mmi^^mmizAntzmiz. 

2 1 



wo 2005/019450 



PCT/JP2004/012238 



3 1 s^z-^yyuy rs.6zSizm^.'^m^o o/o 9 i 6 8^/%>yuy h\z 

. ^%m.^mt.m')ynnt^^^\z^mr^^^Li)^x^. m')>jm^(Dmm 

■^i=>\z. mm<i>mmo 2X1 44 8 m/'^yyu^yhizt^m-^nrc. mm^m 

mmmmmm^^m-t^mmmm'\^Tmm<Dmmizmmrm^^m. m^^t u 

) ~ (D) i)^^mn-^n^mn^mtm^tmzm^^x^^\^^o 

(A) cD4 4\zm'^^^^mr^<^m 

(B) CD4 4 V^>]^^^CD4 4{Z^^-r^ZLL\Z^K)m^^n^y':f-tJU^ 

(D) j^-mmi^:^^^^mTu't':^:^-izm-^'t^:it\z^y)m't^^n^i^y-r)i 

t;J/*;fc«in:CD4 4^#W!lS^^nSo CD4 4 U:<f>F*^CD4 4tc^'&-r 

immi^^zsmo ymimm(Dm^mx\t^'m\:.M^^m^f^n^o i^gssTo^ 
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n^ntntmzm^-^n^^<D-vmi:i^^o ^r^. zn^o^^itmm^izmmiy 

^rcu^i^mm^nr^^mz. mB^9M^if)^^(Dmm^mnvm^^mxw^ 
-r^^i^vH^ ^(Dwm-km\tmzm^^n^'h(7)xm^h\ m^^t. m^i^ 
^^^mr^mmzmm^^^m'^. ^m^no^m^iz^^i^. :^mA(Dmm 
m.^<D^mmimm(D9Ji^7!)m^nnumzm^r^%<Dxitf3:^^'/)^. m^i^> 

W^V<itO. 0 0 0 1~1 0 0 0 0 // g/mL, J:0$f*L<«0. 001~ 

1 0 0 0 0 iCt g/mL, ^ i^lzB-^LKltO . 0 0 5 ~ 5 0 0 0 /z g /mL , W 
izU^LKitO. 0 1 ~ 1 0 0 0 At g/mLT^^. 

:$^^m(Dmm:^mz^-Dxn^nrcmmmw^v >/'^miz^^^x i l - 2 

mM*i4u ynmz^m^x^ws. i l - 2 -^i^'m.m.o^mmm^^n^. z. 
Z.X. I L - 2 R^^»«^^<z):^fi, mx\i. miL-2 Rmi^^mm i^xmi 

±$^(D^o\z. :$^mM(Dyjmiz^K)nibnrzmmmm^v I l-2r 
(Drnmrn-^mrnvxi^^^o i l - 2 Ritf^mtrmmmmiz^m-r^mmt'^- 
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^ (cD8^f4) mu(n>^'^'t^^w^\^o ^(Dz-hn.. mx\t. i. cds 

X^^< 3. CDSI^'ISiBlia^^^*^^, htf-X^v'O-'y- 

vicii;^^^, ci:\.'^mmrt:hn(ommmuh\^x(rim.m\zm\^x\^^. 5. C 

D 8 ^'mimc(D^}>f^\^mmMmfS^^X-h. C D 8 ^14*HJ3Slt^^i« J6fcC/?>^*6i^ 
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x^^o :i(Dmmmm^')>nn<Dm^. Ui±mm^z\t. mzmmtu<. 

mmmmizmm^n^^^^mm-r^^t^^x^^o Mpiit. siv. 5%co 
^mo^^xmrn-t^z-t-fy^x^^o ^rzs mmrmmmmxmm^mm<iih(D 
iz^mt^^it^^x^^o mm^n^mm'p. mmiz^m-^n^^omo^s^^m 
\tmmtmmx$>^o 

©#^ET, ^m^\z^\^^}km-si.xsiim(Dm.^^mm^o^m%^j.±.s^m.%^ 
mx-$>^mm^xmmmm'f^') ynn^^tri^timm.mm^^xs^^mmt^ c 

mmmmm^^mm-^^tz'i^mx^cDmm^^mm-^^k^^t.t^x^^o -rt^t) 
. z.(Dmmm^'&^)ynm(Dmw^^mt<ik^<7)^m\z^K>mmx^^o mpl 
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"pm&^mmj^v^mmizmm-^n^GM-csF. i FN-ri?cD-it< hij-o 
^ nr^tam^ 7°^^ h - m h c m.^W(D^m \z^^ xmrnmrn-r^ ^ithx^^o 
V >^-^^rzmiM^'^-^~-tmm^i^rcmzm2myt'^-ti-ti:jyy°u > 

FACS (fluorescence-activated cell sorting) ^^T^^tiz^KiM^i^ 

ii^(^MM^ttu ^/'^^(DU.i^mmxit. mmr^mmmzfc^ctimmtsimm 
mmoymm^mmm^om^^. mwummrnxo^mm^^'Z-^mtu^o Tr^t?t> 
, mmtmmmmmmiiz^n^mm^m c-r/ccfc)-^. mm^zmmvxi^^mi 
mm^^<Dmm (cm^ > ] izM-r^mmm mm «i x i o« c e i i s/ 
cm 2 e^±, mii^tti X 1 o« eel 1 s xmL^±<Dm^^mx^m^mii^ 

oT, MPiit. ^i^-^fsimmmmm^ti^m^^^xmm^mphvrcm. 

mmmz:k^r^7.^-)V(Dmm^mmmyi^mmr^. hv<i^mmmmmmi 
<Dik^m^hxf^mmvf^moM-tm(D:^miz2:io. :^«(du >/m^mm'r^ 
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\z. :^mm(D:bmxLAKmm^u.±^m-r^m^. i^^m(Dmmmmmm^\z 

(D^xL AKmm(DU^:km^t:no :z tf}^'^mx$>^o m^tjimi^x:km<DL A 

Kmm^%^^t-^^x^^j^\z:iQ^^x. :^mMmmizmmx$>^o ^lon. ^ 

m\z^ti\t. mmm\z>sL-^m(Dmmmmi&') ynn^n^^tt^x'^^o 

t-^i-D^. ^mm^M6^o:>n^T. mm^^nmmmmm^M^x'&.mmm. 
/{>^e>w$&-r§«'&^ ^mmmm\z^\^^x. tib (a) (b) t^i^m^^n 
^0kW^mrct^m^-hv<n^m^(Dmmm^^mhxn^^tffix^^. 

(a) mm-t^mmmmmmi\z^n^^mmm\z^t^mmm(D\t^-m. urn 

\Z\tl eel l/cm^~5X10 = eel Is/em^, ^D^m\zUl 0 c 
e 1 1 s/cm^-lXlO^ ce 1 1 s/cm^, mzUM\Z\^ \ X 1 0^ e 
e 1 1 s/cin2~5X10^ ee 1 1 s/cm^ X^^. 

(b) ^m^(Dmf^(Dm&ifi. 1 c e 1 1 /'mL~ 5 x 1 0 ^ c e 1 1 
s ymL, J; 0^fii(C« 1 0 e e 1 Is /mL~ 1 x l 0 ^ eel Is /mL, 
mz^m\Z\tl X 1 0^ eel 1 s/mL~5X 10^ eel 1 
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mmmmmmi'^r'nfji^yDmr^'DX. mm^^^^z. {}^fi:< t^imo). mm 
mm^mm^(Dmm(Dmm-/)^2 x i o = c e i is /mL~ i x i o « c 

ells /mL, 0m\Zit2x 1 0 ' c e 1 1 s /mL~ 5 x 1 0 ^ eel is 
/mL, ^ e,l'^ji(3Ji2 X 1 0^ c e 1 1 s/mL~2 X 1 0^ c e 1 1 s/ 

mL) 'feb<tii^^« (^ry^j^, mit«IS4"0^fl§i:t^flSJ§«ffl^+^t3*5tt 

^^ftffi^iOtb^T&n XIO^ eel Is/cm^—ixiO^ eel 1 s X 
c . 0mizU 1X10^ eel ls/em2~5X10^ eel Is/cm 
2 , ^e>{::^ffiilC^il XIO^ eel ls/cm2~2X10^ eel I s/c 

±^mm^mmr^ z t^^x^^o mn(Dmmmm^v >/m(Dih:Kmmiz^i^^ 
T(*, mmmmmtmm^^itmmmmmhiy < it^^mmizm^-^n^ z.tt^^ 

m^^^izmf^mmmm^mm^^^<Dm^miz:i5h^xmmi^mm^(Dmm(Dmm 

2 X 1 0 ^ c e 1 1 s /mL~ 1X10^ eel Is /mL, 'fob< JMIS 
^«l^tti©iai^|^i:^lia^^ffi^^^{3*3t:tS^«®^i:<DitWl X l o ^ c e 
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1 1 s/cm2~ixi0« ce 1 1 s/cm^ t^^ommmXlt^^^m.r^^^ 

^fc. :$imm<D:^mzi5\,^xit. mmrjiy4~ymmt^mm-r^z.thx^ 
-So mmmmm^j>/'^m^y^-ymm^^mm'r^m^\zit. mmiMm^v> 
/m. y^-ymm(Dmm(Dmm. ^^izmvrcmmx^^::ti!}m^L\^^o m 

:^mM(Dyjmizmm^ri^y ^ -^mmit. tnCD smi^tmvxmmmm 
isu >nm^mmv. TmMu±:/y--^m\^i\:r^%(Dx$>numzmmm^ 

mmm-^ntcBmrn (ebv-bm) -^mm-^n^o y^-^mmm 

(Dmm^iz:^n^'^mmit<ik^(Dyomzm^x^M-ttnt^<. M^i^. ixi 

0^ c e 1 I s/mL~l x l 0^ eel 1 s /mLidWjiT^^. 
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H:M/i7 M. A. ^(Bendnarek M. A. , et al.), 
J. I mmu n o 1 . , Ml 4 7#> |gl 2-^, ^4 0 4 7~4 0 5 3H ( 

19 9 1) 0 *fe> mmmm^^m-r^mm-^mm^mm (p r o c e 
ss) r^mti^^vxi^^^m^izit. ^mmm\zinm^n^-r^z.t\z.ky). 
mmi)mmiHiz^K)7i,^nT^u±yzy>:^^^iir. mh-if^nr^ifim^y'^}^ 
Tbrnmrnmizm^-^n^. ^s:^, ijim^':f'^\^^inmm^t^^m-t^mm\zma 

tsi^. :^mMiz^^^xmm^n^mm\tmzmm-^n^h<Dxitu<. m^u 

mm^t-t^fcibizit. m^\txmm<Dm:mmmm^rcit'7 h-^-fzyy (mi 

t omyc i n) ^(DmM^Z^^mm^n^it^l^o 

:*:^BJcomit;^ffi(Ccfct) LAKm^S5aT^Jl'&> hubBW^^^^^^^T. 

I h - 2 1 thizL AKimmtfjion^mmmm^^ >^=L^'-hT^ctizj: 
Kimm^n^o LAKmmtuK)'i^^mmmmtvx\t. mzwi^-^n^hox 
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itu<. mpiUmmikmmn (pbmo , nkm. m^sfsimmt. jijfiiM 
^m^x\t. ^^o^^ m^it. mmn^. voi. 14. no. 2, p2 2 

3 — 227, (1995^) ; 17, (6),pl92~195, ( 

199l¥) ; THE LANCET, Vol. 3 5 6, p 8 0 2-'8 0 7, ( 
2000) ;Current Protocols in I mm u n o 1 o g 
y, supplement 17, UNIT?. 7 ^mM) iZ^:^\t^l^^o 

-^i-c^. mxi^^ 3 7t:, 5%co2 ^o^^rx-mm-r^^t^^x'^^o z.(d 
2~i 5B@s^ig$ns. *^c, mmfsmf^f^mxmmMmm.^ 

I i.\z^\^x^-m^^mm%m^\!k^^-t^mmm^mm:'t^zLi)^x^^. 

f^<. m%^mm.(Dmm. '(^mt\zm\^rc^m^^mhx'mmt^z.tf}^x^^o 

m\z-z>\^>xumwi:i3m\zmcxmwtii'h<D^m^'rnit^\^^o 

^^m(Dmmmm^^)>^^n<om±mm:^mz-z>i^xit. mn&mM^ 

7i^\ '^mjjmizmm-^ti^i^m^iz^^Lx^r) . ^^(c^i&t©jfiitfsr/« 

^^^(Dmmmmm >/m<Dmi<:i^m:^m\zii\^^x. 'e(Dmmmzmt^m9M^ 
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i^iz^^m^^^rnxLTcm^it. ^mm.Bi^mmizMvx^mmmw-^n^ 
, ^fc, :^^BM(D:^miz^Kfmm-^n^mmmm^^j>/m\t^m^m'^nmm 

(Dm^m^^^i^^t. LT'^^L.> f)'^'D^mmz^n^^sLmmsM<Dm.^mm^ 

e)n^^«^. ^>A°i^7M> it-i'h;^7-r>m (^fiit^t^i L-2) , mm(D^ 

ti^(Du^mffim'^it-^ntzmummm^mzmx\^xm^^n^^mifi^^-^ 
o vf)^vfs.i3^i^. ^mmz^rin^nf:i^)ynn'^^^mmmzu.mmmm^\Si 
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m.m^(r>^m\zM\^x\^'^o m'^%um.m-:.^\^x\-^. msm(D^Wizm^fz.wm 

3 3 
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mm^rc\tMm(Dmi^. mmm. ^^mmiiu^-r^^tiz^vmrnx-^^c 

mmmiziiiir^:^^BM(Du >nM(D^mm. mmmo^-^m. ^^mmmmiz 
m-r^m^mtdkmo^m^^^mmz^-Dxm's:. ^^t^^o 

^^mAt^xm^'^iiz^^ir^z.tti^x^^o irut>-^. :$^mmit. 
mmizvx. mmmm^v >/miznMm^^^mAr^i:n^-^ ^\z^tsmm 
mm^v >/m(Dmm:ijm^mm-r^c fs:^. r^*j t\t. m,Bi^mxM^<D 

u y/^^mzMVx^^x^^iit^i^^^o 

:$imm(Dmmm^^v >/'<im(Dmm:^m. mzmmmm^^) >/m(Dm:Kmm 

^^m^^omx^^ \z \z^mitfs:<. izj^iomm 
ts.%(D^m9ivxmmr^^ti^^x^^o jt^g^^Ac^xg^, mm^m^')> 

mm. mm:^^zs/^rci-^m:kmm(D\^Tnf)^(Dxntmmiz. ^^vimxs 

m$E,(D'M^i^mA:^mthxu. ^-i )v:^^^i^-t:mm'r^:^m. ^^^^ 
-^mmi^u^^yjii:(D\^>'rnhi!)^:$imm\zmmx^^o 'tniE><D:^m(Dmm\z-o 
\^^xit-rx\z^<(Dxm-fy^(ck^^nxi^^^o 

mB'y-()i:^^^^-iz\tmzmM\tf^<. mBi^mA:^mzmm^n 
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:^%m\z^^^xmmmm'{^^} >nmzmx'^n^i^^MB.=f'\z\tmz^m^ts. 
<. mt&mmizmx't^^t-fym^ti^^mo'it^^^msz.t^^x^^o z.<d 

U-fey^-IM^) ^n-\iT^h<D<Dm. T>5^Hz>XM^s iRNA ( 
small interfering RNA) , U Jj^itW FT ^ feO^^^^sSfflT^^o ^Tc, 

m^i'mx-^nrcmm(DmiRt:m^\z't^mm-fsi'^-:^-ik^'^^mm\zmxi. 

\Z^i;^-^y°^XB.}^mzWXl'Xmm-r^:iti)^X^^o Sfc, 
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mmxmo) mm mmmm \z^>^mm^^mT^mmmmti^^rji^y'7> 

DNA^^^/O^'^-f y-v^a ymo^^ikmo^^mz^^Tm^-^nrchox^&'DTh 
ckvio ^^\z. ^(DBmzmcx^m(Dmmz^mr^x-^nrcmm^m-r^h 

:$i^m(Dyfm\z^n\t. m^i^. f)^/vm(Dmm<Dmmizmm-^n^mm\znr 
^mmzmmr^mm^zi'-- H-r^ite^<£mMi^'i4u >nmzmAvxm') 

y/m^zmmm^^H^T^^tij^x^^o ^oj:5mm»'I4u >/m^m 
vin«\ mf'^^mmtmmmmt^m^'^io'ii:^:itA^x^. u-dx. ,kiom 

'I4jS'£^ (multidrug resistance gene) ^^M^F^'^tl 

mU(Dmmti,tmiz. ^^(DmMizi^r^m^^^H^^^^^r^m.m 
^^mmumiiv y/mizmALx. mmmiznr^m^^^^^r^:ithx 
ti-^-fj^^m^^ ^mz^mvti^(D^j>An^mmmm(Dn^\zj^-Dxm^ 

(3) CH- 2 9 6 N atd-OViT 

:$^mm\z^^^x\t. nm^mm^nz 5{z$m<Dr^ ymmm (k) (ch 

- 2 9 6Na) , ^fe^T^y^SH^J (x) iZ^l^^X 1 hl^ < itm^nMCDT y 

m-^^x^. WA. nmhv<\tmmvrcrB.ymmm (y) <&wr§>i^u^y^ 
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ft^-pt, T^ymmm (y) '^mr^^^^)^y°^}^t^T^ymMm (x) ^ 

lZnd.m(Dmmm^\^^^^^DNA (CH-2 9 6Na^n-H-r?>^^) , (2) 

U ^^-f X L , jO^O D N A (1 ) :3 - H $ n-5 U ^ 7°^ H i IrI^^^cC^H^ ^ -5 
5}^ U ^ y 5^ F 2: n - K T ^ D N A e> ^ ^^;5^'««J^ S n -5 . 

McD^tg CtulB (i) ~ (i v) cD^t^) (7)ViTt^}^)>^W-r § fe(7)T^nt^, ± 

±f)^^crzm^\<Dh(D'hi^mm(o-^^)^':^^\^\z^^n^o ch- 2 9 enai^A 
^©*^B>g<^>J?U^:/5^FtbTt*, ^ffjS(c«SS3?im<;5iiB^j#-^2 5\ztm(Dr 

iijji±7j/^*^cfcfe©, ^r^wm\z\ti'-'i Qm<Dr^jm.(DmWk. wx^ 
u ^^5^ F(Di|^a{k^e<jttt«i^^^{b$-i±t#^iSS®t)0-r^oT feet Vie 
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, CH- 2 9 6Na^=i-H-r^DNAB>r>tibTm#-rac:<h*^T^So Zl© 

■^2 7, 2 8 }'t2ic$n^ P r i me r CH-296Nal> Primer 
CH- 2 9 6Na 2 ^j^ffl-r^dt^^^T^^. ^M^^^bT«, mmo) 

PERM BP-2 8 0 0 (CH- 2 9 6 FT^^^T^^ HSri^WT^;^ 

i()^^\^tc%<Dh^i^n^o mx\tmmm(Dmmm^2 6\zmm(Dmmmm^'oi 

\z'Di^x\tmt'i<D7^ym<Dmmm\zmr^nimizm'f^o 

mm^m'r^^v^-:f^\^^::2-\^'r^mm%:^^m(Dmm\z^^n^. ±m r 
7> F u >>'x> h;5:^#j ^:«#icis^^nT, SB^j#^2 6 izt^mo^mmmm 

3 8 
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75^ 6 T^C^ D N A \Z/\-i y'' U X$ii^ D N A CT, J\-( U if- > a 

>B#©, 0^ b < e) (c^jfe#Bt(^ja^*3cta?4i^iS^jai[^^-r^ c tic j; d 

-->^ T ^3}^^hU- T-rtT;!/ Cit>:/;P-^7 (s amb r 

ook) ^, Molecular cloning, A laboratory 
manual 3'''* edition, 2001^, 33-;i/F X^U >^ 
A— ^5jf^hU- T'l^XCCold Spring Harbor L 
aboratory Press) tt^ff] m<D^mzsd.m<D^m^mf^n^ 

o 

ft^WlCtt, ^J;^^^, 6XSSC (IXSSCJ*, 0. 15M NaCl, 0 
. 015M ^X.>mi-hV^A. pH7. 0) to. 5%SDS<i:5XT'>A 
;Wh CDenhardt' 0. 1 %•:> xJfil^*T;i/7*5 > (B S A) > 0. 1 
%4^U tf:^;i/tfD U H>, 0. l%y y( zi-)VAO 0^ t l O O g/mL1t^ 
i|t^DNAi:<^^tf?^*S4' , sot:, $f^U<ti6 5'CT?i!^M-r^^#WJ^^ 
n^c Bfll50Mm«ffll^i^DNA(7)Tmft*«IS^Ta5'5ii'&Ji, ^©MJ:D5~ 
1 2'Cfgl^?amibT'fcctV^o $e.{C, ^^#Me^lCA<yU ^^VXbTtDNA^ 

>3i(S, -N^tS, 2XSSC, cfcOX hU>>^x>h{Cji, 0. IXSSC^O 

^v^^ HtcA-r7'u^-YX-r§«^Tfe*fc*%Bj(c'S'^$n^o A-r:/u 

3 9 
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ViX h U >S^x>v-^#«, 6XSSPE(20XSSPE=3M NaCl 
; 0. 2M NaHa PO4 ; 0. 02M EDTA, pH7. 4) , 0. 5% 

SDS, 3 0 %aK;1/AT^ h\ 1 0 0 PL s/mL'^^mi^^Uy^y'^DNA^ 

^tsm^^'coys 7t:-e(D— efe-r >^^^— 5:^3 > ; 'A^^'Vi xs s PE, 0. 

m^it. ^K)m^m.mm. mxit. sxsso -(:rfT-9^t;^)^'-r^^o 

T ^ J6 {c^ffl 5 n § f^#eg;^j: :/ o >;/ > ^is^ cfc s ^emr -5 

BLOTTO, ^AU>. ^tt-y-^M^DNA, 43 J:tXT!?SSc7)mp°p 

(1) y^::fu:^^^>y^^^>h(Dmm 

4 0 
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t h:7^ yp;r>/7 5^>S5fec7):7^^/^> h H-271fi, Escheric 
hia coli HB101/pHD101(FERM BP-2264)j; 

y). ^m^m^f^s, i 9 8, 4 2 3^Bmm\zts,Wi<D:^m\z^rimmhrzo 

^fz. \ihy-(:fu:^^^^>^m<Dy^^}^>h H-2 9 6, CH-27 1 
, C H - 2 9 6 it^n^tl. Escherichia coli HBlOl/ 
pHD102(FERM BP-7420), Escherichia col 
i HBlOl/pCHlOl (FERM BP-2799), Escheri 
chia coli HB101/pCH102 (FERM BP- 2 8 0 0) 

>(^u^^'^y^^(Dy'7C^:^yV C-2 7 4«, Escheric 
hia coli J M 1 0 9 /p T F 7 2 2 1 (FERM BP-1915) 

^fflt/^, ;in^7itn#fF^5, 102, 9 ^ s^mmm\zum.(D:}5m■7:mml^. 

]ihy>f^o:^^^^>^M(Dy^^^>h C-CS1«, Escheric 
hia coli HB101/pCS25(FERM BP-5723)<£rffl 

B:^wms 1 0 4 1 7 8^mmm^zmm(D:^m'cmmv. mmmmj;:vmm 

\ihy-{^ti:^^^>^5^<Dy^ir;^>h CHV-89, CHV-179(i 
> ^n^tlE scherichia coli HBIO l/pCHV8 9 (F 
ERM P-12182), Escherichia coli HBlOl/ 
PCHV179 (FERM P-12183) 02^4tfF2 7 2 9 7 1 2 

^fz. \ihy-f^a:^^^>mm(Dy9^^yh CHV- 9 0«S2^#fF2 

7 2 9 7 1 2^mmm\zn's.m(D:ijm'cmmvrzo -rt£t)t>. mmmmizmm(D 
mmz^'oxzf^y.s. hpchv9 o^mmiyrzo^. m^^t.^ ]^^u^-r^ 

4 1 
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}:Lhy-(y''u:^^^^>m^<^y^^^>h chv-i8i«, mm<ikmm9 

7/18 3 1 8^n>yUy h l;:IE«(D^^*T\ CHV- 1 8 1 ^:3-H-r§D 

NA^^wr^-^^x^ H (p CHV 18 1) ^mmLtcm. 

A$nfc;'cli® (E s c h e r i c h i a coli HBlOl/pCHVl 

8 1) ^mmv. m^mm^i^Ki. ±m(DCHv- n 9 Lmm(D:/jm~cmmL'rz 

o 

(2) CHV- 9 2 (DmU 

±12(^4^ U'^:7°5^ KCHV- 18 1 ^mm^'i^^rci^fDy^X^ F p CHV 
18 1 I'OViT, CHV- 18 1 ^3- H-r'5Mi^4'(D I I I - 1 3^^^3- 
Hi-^mJIS^^^bfc:/^Xa HCHV9 2^fllllb:fe. ^^^fP«B2^#fF2 
7 2 9 7 1 2-^HJ)M«fCiB®©, Hp CHV 1 7 9/0^ e>© I I 1-14 

±m<Dy^7.s, FpcHV9 2x^mm^m^nrc:)^mmHB i o i (e s c h 

erichia coli HB 1 0 1 /p CHV 9 2) M^^t^J: 
D B*#l^^2 7 2 9 7 1 2^B^iffl»^Cl3«^COCHV- 8 9 ;J? U KWlSm 

:;^^(c2pi;T«mjf{'^^ffi^> *iMCHv-9 2M<&#fco 

(3) H-275-Cys 

Jl^U^y^HH- 2 7 5 - Cy s §^^$-&^?5:J6©:/^7. ^ H«]^;^T(C^T 
i#f^(C«eoT^|gb^. E s c h e r i c h i a coli HBlOl/pC 
H102 (PERM BP- 2 8 0 0) J: «9 ^^XS H p CH 1 0 2 &PMb^c 

-1 2 s t^mmou^mn 2 2izmmmm^^-r-:^^^'^-i 4Aii^m\^^rc 

k b^DNAirjt^tt/Co #^nrcPNAifit<£:Nc o I , B amH I 
i$';^7^A-r:ttt®l) X-mitLtcWi. Ncol, B amH I TiS^kLfepTV 1 1 
8N (iS':^7^AW:^-*i:ii) t^^ ^-i^ a y^t^:! tiZ^^ . :/^XaKpRH 



wo 2005/019450 



PCT/JP2004/012238 



1 ^^mvTco 

H^^^^-p I N I I I - omp Aj CiJf-^<xy J. e. (Gh 
rayeb J., et al.),EMBO J.,II3#, HlO^, II 
2437~2442H (1984) ] SrB amH I <hH i n c I I i^tl^/'^^ 

DNABff>t^lHliRb^. zn^B amH I ,hH i n c I I -et^'fbL/c±fB(D:/^ 
Fp RH 1 ^i^-g-UT^-ry-i^a >^ffV5. 1 a c l/n^-iS'-, ^AU 

HpRH 1 -T^mmtv. ^nmo)Winm^2 sizmm^m^ 
mff^^-^-cy s -Atmmm<Dm^m^2 4^zmmmm^^•t•^^^^- 
cy s -s t^m^^TzF cRKm(D'^. mi^LTzmmDNAm^^N o t I 
ti^/t-i^^m) T^SibL, $e.icMDNAf^jt^-fe:;i'>'^-ry->'3 >$-itfc 

o L.T#^n;^c^t»iDNA?l:S p e I c a I tl ^ /-^^ -t^U) 
m'fkUT#^n^2. 3 k b(DDNAifM-i. 5 F p RH 1 - T ^ S p e 

liScal (^:*>^/t-r:taS5) i:-em^bUT#btl§ 2. 5kb(DDNASlf 
)t<i:^^^g'&bT^-r^'-i>3 >^tf HpRH-Cy s ^#fc. 

^7>5 FJctt, MIB®H-2 7 lON^MOcMe t - A 1 a - A 1 a - S e r 

2 7 5 -C y s F^tlTV^So 

3}^U^:^5^FH- 2 7 5 -Cy s «^T®:^^{C J: 0 HmU^Co iSE^T^^X 
5 FpRH-Cy s -Cf^®te^$n;^::;^!lffiHB 101 (Escherichi 
a col i HE 1 0 1/pRH-Cy s) ^ 1 2 OmLOL Bi^iifeif. 37 

wimi^mi^fco mmm^ K> mi\^h rcmi$^^ 4 omL (Dm mmmm (som 

M Tris-HCl, 1 mM EDTA, 150mM NaCK 1 mM D 
TT, ImM PMSF, pH7. 5) tCll^b, @#iS^i!lS^fT-^Tffi#:2r5!5 

4 3 
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#Lfco i&^\j^6^M^n-oxn^nrz±m^mmmmmm (5 omM Tr i s- 

HCi, pH7. 5) X'^m<\:-^nrz/\'i hyyf-^/^U >:^yA (yrJV^ 

i^r^m) iz-/}^frzo mmmm-eti^Ap^mmmm^^mi^vrcmi. o~im 
Nac 1 m^^m^w^mmmmmmxmm^n-oTco mmm^sDs-^^)7 
^ vjvT^ \^y)vmm.^wjx»^v. H-275-cys o^i^miz^^m-r^m 

^^MubXmmH - 275-Cys m^^^Co 

1 i&sfsLm^M^mi^tc'L AKmm (Lymphokine-ac t iv 

ated killer cells) mmmzi^n ^W^iz^mm(7)mM 

(1) FBMCO^m^^lS^W 

«?S^PBS (-) T2^S^i^b, Ficol l-paque {y r )V'^ 

'yr^m ±icajiLT5 0 0 xg-r2 o^wa>i:^^iib;^c, ^mm<Di^misL^ 

WMl^ (PBMC) ^H^-/ h-emiR, ^WVtc. *g^L;feP BMC«9 0 % 
FBS (B i o Wh i t t a k e rtt^) /'10%DMSO (SI GMAttM 

^m^BMC^Z 7X:7)^m^\ZXMMmmh. lOwg/mL DNase (C 
a 1 b i o c h em1±^) Sr^tfRPM 116 4 O^tfj (Bio Wh i t t a 
ker&m) xmW'^. hUA">:/;i/-^fifel'T^m^S:^mL.T#*l^{C 

(2) tab hCD3JfL#::fecfca^FN7^i^^>hH5£^t 

]^Ay(Dmmx^m'r^mm^mzm\:: h c d 3 ta^^s j;d?f n ^ > h ^ 

^Xn (FalconaM) ('tat h C D 3 (^>-fe >t^fPttif) 
5Mg/mL) ^^tfPBS<£lmL ( 2 4 7^^ Ix— h Sfc«2mL ( 

4 4 
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mzi,tmmmnzmm(D^y^^u^^^^yy^^y^>h (FNf r) ^mmm 

lO/ig/mL (2 4y^-:fU~'h<Dm'u) ^fcUZ b n g XmL (12. 5cm 

Tco i^mm.m\zi^:in^(Dmm^m^^in.w • FNf r ^-^tfPBs^®§i^* 

Wi. ^':7x;i/^PBS-e2Ill, XV I V0 2 omm (B i o wh i t t a k e 

(3) LAKmmommi^^zsm^ 

1 %h uma n ABlfiltf ^^trXV I VO 2 0 (^T 1 %XV I VO 2 0 iHS 

T) ^cl X 1 o« eel 1 s ymhtu^^^izmmmi - <i) -vmmi^fzF 

BMc^mmWi. mmmi - (2) n^mmhtctfi^ hCD3tfiwmmityu-h 

. S^ctitiit hCD 3*T:#:*3j;C/FN f t m^t^U- h\Z ImLXO x-J^t-O 

0 0 ou/mLa:^cj:§j;3tci L- 2 mmmmm^w ^» 

mihi^2 S g, 3 B 1 0 0 0 U/mLc^ I L - 2 ^-^t^ 1 %XV I VO 2 

o^imhy^x-ji^^mnhfco mmmi^m4B^\zitm'M:i%xv i vo2 
o^mi^^x^mLrcmm^^i^hmi^itvxi^m^mh\^^y'7:^:n\z^v. mm 

m5 0 OVXmL tfSi^^^ I L- 2^mMVrco m^^mmV. 2~3H^{C 

mmmih4Bmtmm\zm-M.i%xv IY0 2 o^m^^x^MLmmms o o~ 

5 0 OVymLtt^^^o I L- 2 ^mjUPbfCo 1 1 0g^r::«l 5 

Bite h'jA>>^;i/-^feffi{c:T^mic^th?ftiJb, i§«MiteB#®«^^]t^ 
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^1 



iummm (%) 




y ^ y'a^-^ ^ >y y ^ ^ > h 






1 1 B Ph^ 


Mm (FN f r^JS&^t) 


X 2 5 2 




1 1 B FbI 


CH- 2 9 6 


X 6 7 0 




1 1 B Fp1 


H- 2 9 6 


X 6 1 5. 6 




1 5 B FbT 


M (FN f r^m^it) 


X 4 0 3. 2 




1 5 em 


CH- 2 9 6 


X 5 8 8 




1 5 H FpI 


H - 2 9 6 


X 7 0 8 



^1 ic^^n^j;5fc, i&mmo)ikm^^/vtcmm^m^^x<DLAKmmmm 

mmm2 i&ifKm^m^m^^rcLAKmmmmmz:^n^mi^^mm<Dm\^ m 
r>Mvmmiz^^iK±mm) 
(1) LAKmmcDmm^^wm 

0. 5%*:fe«l %XVIVO20{Clxi0'' eel 1 s /m L J^cC § J; "5 

(1) -cmmi'TcF BMC ^mmm. mmmi- (2) -ep^ufc 

^k:/l/— NIC lmL/''>x;i/-ro^^, mmmi 0 0 0U/mL<h75:SJ;-5{3 I 

L-2 *^SPb:rco ;ine>(Z)7'V'-h^5%co2 •t'S 7t: 

I L - 2 ^"^tf 0. 5%^r^itl%XV I VO 2 0 1 mL//'i7x;i/-ro^iJPb 

fco mmmmWi4B^izitm:^o. 5%^rc\ti%xYiYO2 0^m^^x^m 

Lfci§«^^<5ifcH5£fbbTVi75:(.iirbVi:7^X3{3^b, i^?®^ 5 0 0 U/m 
Ltfj:^ct^ I L-2^^i[]Lfco :^«gl$^9 BadttSIM^il 1 - (2) 

4 6 
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ttO. 5 UL eymLtVfz) IzM'SlO. 5 1 %XV I VO 2 0 SrfflV^T 

mmmtibi 2 s a{c:HSjii:o. sx^r^u 1 %xv i vo 2 0 ^fflv^T^f^u 



2 









mmmitb o a a 






(%) 












0. 5 


Mm (FN f rm 




JaCD3 




X 1 3 


0. 5 


FN f rlNS^^b 




mm 


taCDS 


X 8 8 , 


0. 5 


CH- 2 9 6 




tn;CD3+CH-296 


$xCD3+CH-296 


X 4 1 0 




Mm (FN f rIN 








X 4 0 3 




FN f r^S^^k 




SiCD3 


tftCDS 


X 1 6 2 4 




CH- 2 9 6 




ttCD3+CH-296 


^CL 


X 5 8 8 




CH- 2 9 6 




in:CD3+CH-296 


iaCD3+CH-296 


X 3 5 6 0 




H- 2 9 6 




tn;CD3+H-296 


7k L 


X 7 0 8 




H- 2 9 6 




in;CD3+H-296 


in:CD3+H-296 


X 3 0 0 0 



i$^^mm[:vrcmmmi^mmvrz.mz^\,^x\t. Mmmiziti^vxhAKmm 
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I L - 2 R) mmcDmm 

(1) LAKmm<Dmm^^zsmm 

(2) LAKmi'*5tt^ I L- 2 R%^^(7)ai]5t 

3 - ( 1 ) -VrnMl^fc 2 X 1 0 ^ c e 1 1 s (DL AKM^ 1 X/"^^^ 

m^VTzmi. PBS^m^VTZc H^m<&l%BSA (SIGMAa®) 

1 0 0 uL<DPBS^^\zmmh. F I TC^ilV^;^ I gG 1 feL'< «F I T 
C^i^x"i7XirLti h I L- 2 R (CD2 5) Jnft: (<h t)tCD AKO^hM) ^^JP 



^b, S^l %A°^iI^;i'AT;l'7^fc HSr^tJPB SfcM^Li/bo ^KD^flS^rFA 
CS Vantage h> - ^y^>V >^U) S:fflVi^:7D— tf-T h 





IzmV. IL-2R^3i 








^3 { 






m-Vit I L - 2 R^^i 




(%) ?^ I L- 


2 R^ 




(%) 














^3 




















9 a 


I L- 


■2 




(%) 








(%) 




0. 5 


*fflg (FN f r^Un.^) 


^CD3 




3. 


4 8 




0. 5 


FN f r ^H^-fb 


trtCDS 


tfiCDS 


4 3 . 


2 2 




0. 5 


CH- 2 9 6 


tHCD3+CH-296 


triCD3+CH-296 


8 1 . 


1 1 




0. 5 


H- 2 9 6 


in;CD3+H-296 


KCD3+H-296 


7 1 . 


4 9 




1 


(FN f rl^SJt-fb) 


JfCCDS 




8. 


0 2 




1 


F N f r I^H^^b 






4 2 . 


8 




1 


CH- 2 9 6 


in:CD3+CH-296 


taCD3+CH-296 


7 7. 


9 4 




1 


H- 2 9 6 


SlCD3+H-296 


tn:CD3+H-296 


7 0. 


2 9 





4 8 
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^3 {c^^n^cfc^jc. is^m^<Ditn.m^^/vrzi^^^m^^x(DL AKmmm^^ 
Lrcm\zii\^^T}t. mm^<DLAKmmmm±\z:^if^ i l - 2 R^mm^m< 

mmm4 ^itmmm^m^rzL AKmmmm'piz^n^ cd sm^mm^^ it 
m 

(1) i.AKmm(Dmm^j:.zsmm 

(2) LAKmmiz^n^cDam^^mmmm^mitmomi^ 

MMm4- (1) TlSiliL^2X 1 0^ c e 1 1 s (DLAKj^JiSSr 1 %A°93f: 

^ 1 %B S A^^tJ 100/zLC^PB S ^'(CM^b. F I TC^b1t>>X I g G 
1 feL< fiF I TC^i^T>^7>6i:t: hCD 8tn:#: (<h fct'D AKOl±®{) ^^iP 
^, ^±X3 O^m^y^zL^-hVTco -r>+3.^-htt, iBJiS^PBST^ 
i^L, WISI %/t^7js;UAr;i/7'h F<£^tfPBStC!l^§bfco Z.(Dmm^FA 
CS V a n t a g e ^fflVi/t7D— It-Y hp^ h 'J-tC#IL> CDSI^'ltmo 
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*4 









^«Mi&0 H 




CD 8 




(%) 












(%) 


0. 5 


nm (FN f r li^l 




fetCDS 




2 6. 


9 5 


0. 5 


C H - 2 9 6 




r/iCD3+CH-296 


rLCD3+CH-296 


4 4. 


6 7 


1 


Mm (FN f rm 




mm 




5 3 . 


2 6 


1 


FN f r ^H^-fb 




triCDS 


trtCDS 


3 5. 


5 6 


1 


CH- 2 9 6 




tn:CD3+CH-296 




6 1 . 


2 9 


1 


CH- 2 9 6 




trLCD3+CH-296 


tn;CD3+CH-296 


6 2. 


5 8 



mmM5 MMmmm^m^^rci.AKmmmmmz^n^w::kmmm(Dm^ 
(1) hAKmm(Dmm^<^Ui^m 

sSam^^^tiiV^XY I VO 2 0 (OTO %XV I VO 2 0 tRST) tC 1 X 1 0 
^ ce 1 1 sXmhtU^^^\zmmMl- (1) TUMLfc P BMC ^SSv^^ 
, ^»J1- (2) Ti^SS!U;^ctn:k hCD 3*n:#@^^l::7V- Sife^iirttih- 
CD 3tn;#:43cfctJCFN f r S^fby^— hfC 1 mL/>^x;H*0^#, i^MS 1 
0 0 OU/mL tfSi^^oiZ I L - 2 ^r^JPUfeo ^1^6©^ l^- h ^ 5 % C O 
2 4^3 7X:xmmVrz CmmOBE) o :^«M$^tt2 Sg, 3 SgtC«l 0 0 0 
U/mL(DI L-2^^trO%XV,I V02 0 ^ 1 mL/'^x;UTo^Ja L^Co 
^«I§M^4 0 SJCttjSHO %XV I VO 2 0 ^fflV>Tl||S^bfc^«?^^{5rfe® 
^^tVXi^^Ui^^mV^^yyXnlz^V. mmms 0 OU/mL <i:;^d:^<±:5 I L- 

5 0 
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V I V02 0 ^m^>X^mLmBS.3 O 0~5 0 0UymLiiU^^3 I L- 2 



5 





t (%) 








W (fS*) 


0 




1 1 Br^ 


MM (FN f rtm^^t) 


3 6 




0 




1 1 B PbT 


CH- 2 9 6 


10 3. 


7 


0 




1 5 B FbT 


(FN f rtm^it) 


7 6. 


3 


0 




1 5 BF^ 


CH- 2 9 6 


13 4. 


6 


0 




1 5 B FpT 


Mm (FN f rtm^it) 


2 8. 


8 


0 




1 5 B FbT 


H- 2 9 6 


4 6. 


8 



, MmmizitmvxhAKmmomi^mmm^m^^o :i(D:it:^^iE>^y4y^n^-. 
^^^yy^^^^hi-iskm^^^ta^^mm^m^^rcLAKmm^mmizttfmiz^ 

nmme mssn.m^mx-(DhAKmm^mj^izinf^u.±i^mm(Dm\^ mom 
Lmmiz^^m:kimm) 

(1) LAKm(?)^#43<l:tKig« 

0 %XV I VO 20{C1X10^ eel 1 s/mL tti^^OlZMMM 1 - ( 

1) xmuLfcF BMC ^mm^^. mmmi - (2) xmmi^r:itfi\:ihCD3m 

mLXO^i.JV'f'O^^^ l^mmi 0 0 0U/mL^:fcj:^c}:•5^C I L-2^^iJDb 

5 1 
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Sg, 3 Bg(C«l 0 0 OU/mL0 I L - 2 ^^trO %XV I VO 2 0 
^ImL/^^aLJlT-Dm^ii^rco ^mmt^Wi4BBiZ\tm:BL0%XY I V0 2 O 

5 0 0 U/mL tfJi^^-O I L- 2 ^?^JjPb7to ig«P?^^9 B S{C«||M^!j 1 - 

(2) ^ ©;5-feT'M L. fctitt hCD3Ji;#:@^'fb :7^xn. Sfe^irtth 

CDZmi^^JzZSFN i rm^ity^^n (tztzL. H^-fblCfflViajrC t h C D 
Strt^O^g^t* 0. 5 Ai g/mLibfc) ICjlllG %XV I VO 2 0 ^fflV^T^ 
f^b7tJ§«?^^^b> ^a^5 0 OU/mLii^cC^cb^ I L- 2^?^i]PbJ^Co it 
1 2 B a iCHM^i: 0 % X V I VO 2 0 ^fflV>T^iib;'c:lg*l^^f5rt)H 
^-fbLTVifctVifrbViy^Xntci^b. ^?8S5 0 0 U/mL J; -5 I L- 

■To 



^6 












(%) 




mm 






0 


(FN f rim-^it) 


SaCDS 




X 2 9 


0 


FN f rimi^it 


iaCD3 


6iCD3 


X 3 6 


0 


CH- 2 9 6 


*xCD3+CH-296 




X 5 6 


0 


CH- 2 9 6 


iiT:CD3+CH-296 


Jn;CD3+CH-296 


X 1 9 9 


0 


H- 2 9 6 


JaCD3+H-296 




X 4 7 


0 


H- 2 9 6 


tn;CD3+H-296 


Jn:CD34-H-296 


X 2 0 9 



Mv^cT>^ifiW(D^^m^ithr:Lmm^m^mm\^rz.m\z^n^^^^m^^ 



wo 2005/019450 



PCT/JP2004/012238 



(1) i^AKmrncomm^^ui^m. 

(2) LAKlfflflStCfelt^ I L- 2 R^i^^cDiJj^ 

mmm^- (2) ^ipHi(D:^j^T, i L-2R^^ii'i4m^w¥^?i'j^ufe 
-2R^:^^ (%) t^^-r^o 



«7 








@«Mit6 9 B 


I L- 


2R5^a^ 


(%) 




g« 


mm 


(%) 




0 


M (FN f r^m'&WL) 


taCDS 




1 . 


7 


0 


. F N f r I^Hje-fb 


iaCD3 


taCDS 


5 0. 


5 


0 


CH- 2 9 6 


trLCD3+CH-296 




3. 


0 


0 


CH- 2 9 6 


tri;CD3+CH-296 


KCD3+CH-296 


8 2. 


2 


0 


H- 2 9 6 


taCD3+H-296 




3. 


2 


0 


H-2 9 6 


taCD+H-296 


ljtCD3+H-296 


9 1. 


9 



^7 {c^$n^<i:-5(3, jfiim*^*fj:Viigm^fflV^TcDLAKiB3ai^#*;3W43 



wo 2005/019450 



PCT/JP2004/012238 



(1) LAKmm(Dmm^j:nmm 

mmms- (d tmm<D:^m'VLAKmm^mm'mmhrcio tcfcv. z.(d 



0 %A I M 


















0 %A I M 
0 %A I M 


V 
V 


1 2 B H 
1 2 B rai 


(FN f r#H^<t) 
CH- 2 9 6 


X 2 1 
X 1 1 0 


0 %A I M 
0 %A I M 


V 
V 


1 5 B H 
1 5 0 F^l 


%m (FN f r ^^Hje-fb) 
CH- 2 9 6 


X 4 4 
X 4 9 8 


0 %A I M 

0 %A I M 


V 

V 


1 2 B r«i 

1 2 B FbI 


tm (FN f r^^Hje-fb) 
H- 2 9 6 


X 3 3 


0 %K I M 
0 %A I M 


V 
V 


1 5 B FbI 
1 5 BK 


■^m (FN f r I^SS'fb) 
H-2 9 6 


X 2 4 5 



^8 (C^$n^ck-5{C. jfil?f^^*;^i:^i:^tt^fflViTOLAKm^^l5aa3tC 

«F!l9 tt«i^mT(DLAKMi^*^tC*3tt^i£;^^«^Mj^ ({SM 

(1) LAKiBflg(Z)^^43j;tKlt« 
XV I VO 2 0 (ifa^f ^^^T^CVi) (CI X 1 0 ' eel 1 s/mL iT^f-Scfc^ 
{C^M^sjl- (1) TPMb^cPBMC^Jl^^. (2) <h|W|«0^ 

5 4 



wo 2005/019450 



PCT/JP2004/012238 



tiTMLi^itrit hCD 3^#:@^'fbyV- h, Src^iri t h C D 3 tn:#:fe J:i; 
FN f r @^{b6 '^7x;vy^- hfClmL/r^x;!/^^^^, XVIVO2 0 ( 
Jflltf 4mL^JPA (ixiC'celis/cm^), ^^\zm 

0 OU/mLtti^^oiZ I L-2<£»L^o Htl ^) h & 5 % 
CO 2 4" 3 7t:Ti§«L-fc (mmo BS) . i§«M^lt2 SS, 3Sg> 4gS 
tCfli^ii^S 0 OU/mLi:7^cJ'g)cfc-5t;: I L-2^^JPU^o iS^^^^b. i§ 
mmm^l BSJB^|^2~3 B^tCS^^gSS O 0U/mL<h;5;-&cl;'5 I L - 2 





















1 5 Bm 


Mm (FN f r#@^fb) 




1 5 BW 


CH- 2 9 6 


X 6 4. 3 



yyy ^ ^> h^m^itLrcmmm^^mmbfzmz^^^xit. mmm^omm 
(D^mmY^^ii!i'mt'r^::tf^i'izmmmthWii sB^izMi^^m^mmmm^i^ 
nrco ^ituzMLxMmm-vitmmmtubi sBm-vhi^t/vEmmi^u^^'Drco 

mmmi o mstm^m^m^^rzL AKmm^m?^\z:^n^ i l- 2r^^(dm 
(1) i.AKmm<Dmm^^u^m 

5 5 



wo 2005/019450 



PCT/JP2004/012238 



mmm3- (2) tm^<D:^mi^> iL-2R^mmiimm^mm^m\^vrz 
o m^^m 1 0 \zmr. ^-^t^^^T^t i l - 2 R^mmi^mm^m^ (%) ^ i 



L- 2 R^^ 


im (%) ^^^f^. 




m 1 0 










I L- 2 R5!^* (%) 


1 5 0 p«i 


MM (FN f r#^H5£Yl:) 




15 em 


CH- 2 9 6 


9 8. 0 



mi o\z^-^n^^o\z. i&mmm^^(Di.AKmmmmmz^y^yu:^^ 
^>y^:f:;^>h^mMitvrcmmmi^mmvrcm\z^\^^xj>t. mm^^^^o^m 

^(D^mmi^^'^^^t't^:ittiv\zmm^(DLAKmmmm±.iziin^ 1 l- 
2 Rmmm^m<mm-r^cf/)^i:^^rzo -rutD-^mitmmm^m^^xi&mmm. 

ib^i^LAKmJl^^mm'r^mzy^:fa^^9->y9^y^>h^^^-^'it^:it 

\z^v). ±<^mmi^^'Z^^t-r^ zttsi<. i l - 2 r^i^^^;^ < vu^^i^ 

mmmi 1 ssiia«itite (aim v) ^mi^^n^mLtcLAKmrnmrn^iz^ 

(1) LAKmmcDmmii^tsi^m 

mmms- (d tmm(D:ijmrLAKmm^mm^'mmLrzo 

( 2 ) L A KM S C D 8 ^l^mmffl^^^-it^OSiJ^g 

mmm4- (2) i:iwi^®;^^TCD8^ttm©-^#^^aij^L;^co 

^11 (c^To 



5 6 



wo 2005/019450 



PCT/JP2004/012238 



Si 1 



stmmm • n 






cDsmmmm^m^ (%) 


0 %A I M 


V 


nm (FN f r^HSYk) 


2 4. 7 


0%A I M 


V 


CH-2 9 6 


4 5. 8 


0%A I M 


V 


H- 2 9 6 


6 2. 6 



^1 skm^-^^u^^^^^m^^TCDL AKmmmmwM 

mmmi2 isiftim^:^^ (a i m y) ^m^^rcLAKmmmm^izi^n^i^^ 
(1) hAKmm<Dmm:i5^zsmm 

mmmi- o) tmm(D:ijm'VLAKmm^mm'mmvrco tztcv. ^© 

l^^^fflT-S^Jti^ 1 %*fctt5 %h uma n ABlfiim^^tJA I M Vigm (i!^ 
T. 1%AIM Y^TMSXAIU Y tmir) Iz^^l^fzo ^^^^ml 2 \Z 



5 7 



wo 2005/019450 



PCT/JP2004/012238 



1 2 







7^- 7'D:^^^>7^y>.> N 




1 %A I M 


V 


1 1 B 


Mm (FN f r#H^<b) 


X 7 


1 %A I M 


V 


1 1 H TbT 


C H — 2 9 6 


X 1 5 6 


1 %A I M 


V 


1 1 B FpT 


H- 2 9 6 


X 3 9 


1 %A I M 


V 


1 5 B K 


(FN f r^H^fb) 


X 3 


1 %A I M 


V 


1 5 B Pel 


CH- 2 9 6 


X 6 5 1 


1 %A I M 


V 


1 5 B^l 


H- 2 9 6 


X 3 0 5 


5 %A I M 


V 


1 1 B 


MM (FN f r#^H^{b) 


X 4 5 4 


5 %A I M 


V 


1 IBm 


CH- 2 9 6 


X 1 0 8 7 


5%A I M 


V 


1 1 ar^i 


H- 2 9 6 


X 7 2 7 


5 %A I M 


V 


1 5 B W 


Mm. (FN f rl^S^-fb) 


X 7 7 8 


5%A I M 


V 


1 5 B Pel 


CH- 2 9 6 


X 1 5 4 8 


5%A I M 


V 


1 5 ara 


H- 2 9 6 


X 8 8 2 



^1 2 (c^$ti§cfc'5Jc. i^mmoskm^^/ufcmm (aim v) ^m^^x 

(1) i.AK.mm(Dmm^^nmm 

*Wyi- (3) i:|WHi©;^ri-rLAKm^^# • ig^L^c. fc/^cL, :i(D 
n^m-t^^^^ 1 %h uma nABlfiLtf ^-^tfXV I VO 2 O^ilil • XV I V 

0 1 0^m^rz.\tA I M Vigiffi (£AT^n^*ni %XV I V02 O • 1 %xv 

1 VO 1 0 1 %A I M Vi:H§-r) (C^ML-, ^M(c4Dtt^te:^i§ft* 



5 8 



wo 2005/019450 



PCT/JP2004/012238 



«1 3 











1 %XV I VO 2 0 


1 1 B r^T 




(FN f r^HS-fb) 


X 4 9 


1 %XV I VO 2 0 


1 1 H TbT 


CH 


-296 


X 1 5 3 


1 %A I M V 


1 1 BPbI 


Mm. 


(FN f r#^@^<b) 


X 7 9 


1 %A I M V 


1 1 0 TbT 


CH 


-296 


X 8 3 2 


1 %XV I VO 2 0 


1 5 B 




(FN f rim^^t) 


X 2 7 2 


1 %XV I VO 2 0 


1 5 0 PmI 


CH 


-296 


X 5 1 3 


1 %X V I VO 1 0 


1 5 0 


Mm 


(FN f r^H^-fb) 


X 1 1 3 


1 %XV I VO 1 0 


1 5 Bm 


CH 


-296 


X 1 6 2 


1 %A I M V 


1 5 BTbI 




(FN f r#H^^b) 


X 7 4 4 


1 %A I M V 


1 5 Bm 


CH 


-2 9 6 


X 8 9 2 8 



^1 3 (c^$ti^j:-5(c. js.m^o:>isa.m^^/urdmm^m\^^x(DL AKmmm 

(1) L AKM(0^»43ctrJfi^« 
^^ffl-r^M^O. 2 %h uma nABlfclff ^^tfXV I V0 2 Oigil^tC^M 



^14 





• 


tg«0Sc 


y ^ y'a^^^^y 










y^^'^yh 


(mm) 


0. 


2 %XV I VO 2 0 


1 5 0 Pel 


Mm (FN f r^m^it) 


X 1 1 


0. 


2 %XV I VO 2 0 


1 5 B FbT 


CH- 2 9 6 


X 6 7 



5 9 



wo 2005/019450 



PCT/JP2004/012238 



mi 4izm-^n^xo\z. ^mm (o. 2%) (Dsinm^^^/vtzmM (xviv 



m^mi.mmz^:bm±^m) 
(1) i^AYimmomm^^xs^m 

^»j2- (1) tnm(D:f5mxi.AVimm.-^mm'mm\^r!io ^(Dn^m^ 

•g)l#l{fe^O. 2 %h uma n ABlfiltf ^^tlX V I VO 2 O^l&^fcfil %h u 
ma n ABjfiim^^tJ'XV I VO 1 Ot;:^SL/;to 5 t^-To 



^ 1 5 







^m.mi)h 0 0 


tg«MS6 9 H g 








mm 






0. 2!I!XVIV020 


tm (FN f rimmt) 






X 1 1 


0. 2miV020 


F N f r ^H^-fb 


*tCD3 


trCCDS 


X 9 


0. 2nVIV020 


CH- 2 9 6 


iixCD3+CH-296 


ixCD3+CH-296 


X 8 6 


imiYOlo 


(FN f rl^HSIfc) 


JrtCDS 




X 1 1 3 


imivolo 


FN f r ^H^-fb 


iaCDS 


trtCDS 


X 2 8 1 


ISSXVIVOIO 


CH- 2 9 6 


tn;CD3+CH-296 


ln;CD3+CH-296 


X 1 2 8 2 


imivolo 


jttM (FN f vtm^\t) 


{flCDS 




X 2 4 


imiYoio 


FN f r 


taCD3 


MCD3 


X 3 6 7 


151XYIV010 


CH- 2 9 6 


iaCD3+CH-296 


tn:CD3+CH-296 


X 1 0 3 0 


imivolo 


H- 2 9 6 


iri;CD3+H-296 


in;CD3+H-296 


X 1 0 0 1 



SI 5ic^$n^j;'9(c, ^mm.<DisLm (o. 2%) ^-^^fe'^.tt^<£fflViT© 

6 0 



wo 2005/019450 



PCT/JP2004/012238 



mmm i e i&!kmmm^m\^^rcL AKmmmmmiz^n^ i l - 2 l/•fe:/^- 
(I l-2r) mm(Dmm 

(1) LAKmm(Dmm^j;^zsmm 

mmm2- (d tmu<D:f^mxLAKmm^mm - i^mLtz. zommm-r 

^Igi^fi^O. 2 %h uma nABjfiLm^-^trXV I V0 2 O^m^rMl %hu 
ma n ABjfilW ^^trXV I VO 1 0 tC^MLfeo 

(2) LAKmtC*5tt§ I L- 2 R^i^^(Da'J^ 

mmms- (2) iipiii©:*-?*^. i L-2R^^i^'i4m^^¥^a'j^u;^c 



^1 6 













I L- 


2 R 








mm 




mmm 














(%) 




0. 2%XVIV020 


nm (FN f r#B 








3 . 


0 1 


0. 2%XVIV020 


FN f rtmmit 




mm 


tftCDS 


5 9. 


0 8 


0. 2%XVIV020 


CH- 2 9 6 




filCD3+CH-296 


tn;CD3+CH-296 


7 7. 


8 8 


1%XVIV010 


Mm (FN f r #1 




^CD3 


75; L 


1 3 . 


7 7 


1%XVIV010 


FN f r^^H^^b 






tjiCD3 


5 8. 


2 8 


1%XVIV010 


CH-2 9 6 




KCD3+CH-296 


felCD3+CH-296 


9 1 . 


1 1 



6 1 



wo 2005/019450 



PCT/JP2004/012238 



mmmi 7 i&isimi^m^m^>rzLAKmmmm^izi5i-f^cD8m^mm^m 

(1) i^AKmrnomm^^^zs^m 

mmmi- (s) tmm(D:i5mxLAKmm^mm - mmLtcio z.(DmMm-t 

^^m^O. 2%feU<fil%humanABMf&"g'trXV I V0 2 omM^ 
fc«l %h uma n ABjfiL^^^^tfXV I VOl OlZ^^LtZo 

(2) hAKmmzi5\f^cD8m^mmmm^mitm(Dm^ 

Ml 7 iZTi^To 



1 7 







CD sm^mm^^m (%) 


0. 2%XV I VO 2 0 


Mm (FN f r$m^<t) 


5 0. 


9 


0. 2%XV I VO 2 0 


CH- 2 9 6 


7 0. 


9 


1 %XV I VO 2 0 


MM (FN f r^mmt) 


3 6. 


2 


1 %XV I VO 2 0 


CH- 2 9 6 


5 3. 


6 


1 %XV I VO 2 0 


H- 2 9 6 


5 0. 


6 


1 %XV I VO 1 0 


nm (FN f r4m^it) 


1 9. 


9 


1 %XV I VO 1 0 


CH- 2 9 6 


4 5. 


5 


1 %XV I VO 1 0 


H- 2 9 6 


5 3. 


6 



1 7 iz^-^n^j:^iz. i&sfKm'S:^ts^m^m\^^x(DhAKmmmmj}M\z 

6 2 



wo 2005/019450 



PCT/JP2004/012238 



(1) LAKmo^^^ctWft 

mmm2- (d tmm<Di3m-cLAKmm^mm'mmvrco :i(Dmmm-r 

^mi^^O. 2 %h uma n ABjfiiit^^tfXV I V0 2 Omi^^Tcltl %hu 
ma n ABjfiL?f ^-g-t^XV I VO 1 0 IZ^^VTzo 

(2) L AKmm\z:i^if^ CDS m^mmmm^^itm(DmM 
mmm4- (2) tmm<D:^mxcD smi^mmo^mm^m^Ltco 

^18 ic^To 



mi 8 







mmm 


mmmph 9 a 
mm 


CD 81 
(%) 


mm 


0. 2miV020 
0. 2!KXVIV020 


MM(FN f rtm^it) 
CH- 2 9 6 


mm 

itCD3+CH-296 


taCDS 

ftT;CD3+CH-296 


3 8. 

4 4. 


9 
5 


imivolo 
imivolo 


*fM(FN f r^^Hg^b) 
CH- 2 9 6 


JlCD3+CH-296 


tri;CD3+CH-296 


2 5 . 

3 8. 


6 
3 



mwm^rcu^m\z^y^^a^-^^^yyy'^?^yh^m^itvrcmmmi^m 
mLfcMizi^i^^xit. i^m^(DL AKmrn^izio^^cD sm^mm^mm^M 



6 3 



wo 2005/019450 



PCT/JP2004/012238 



(1) LAKmmomm^^xsmm 

mmm-r^mm^^ikm^^^t.ii^^xv 1 vo 1 oi§^*fc«A i m vmmzm 



1 9 











0 %xv I vo 1 0 


1 1 


(FN f rimm'c) 


X 3 2 


0 %xv I vo 1 0 


1 1 Bm 


CH- 2 9 6 


X 9 5 


0 %xv I vo 1 0 


1 5 BPbI 


(FN f rl^H^^k) 


X 2 0 5 


0 %xv I vo 1 0 


1 5 HPbT 


CH- 2 9 6 


X 4 0 7 


0 %xv I vo 1 0 


1 1 


(FN f rl^S^fb) 


X 2 9 


0 %xv I vo 1 0 


1 1 BTbT 


H- 2 9 6 


X 7 8 


0 %xv I vo 1 0 


1 5 B r^T 


M!tP. (FN f r 


X 2 7 


0 %xv I vo 1 0 


1 5 B PbT 


H - 2 9 6 


X 1 9 4 


0 %A I M V 


1 1 B TbI 


>C4B?, (FN f r^m-^Vc) 


X 2 5 


0 %A I M V 


1 1 B r^T 


CH- 2 9 6 


X 8 5 


0 %A I M V 


1 1 B Rfl 


H - 2 9 6 


X 6 9 


0 %A I M V 


1 sam 


*tfi8 (FN f r^m-^VC) 


X 6 1 


0%A I M V 


1 5 BPbI 


CH- 2 9 6 


X 2 0 2 


0%A I M V 


1 5 sm 


H-2 9 6 


X 3 9 2 



^1 ^\z.^-^n-h^o\z.. ifiim^^*;^j:(.iM^fflv^T(DLAKiaflaij§#low 

6 4 



wo 2005/019450 



PCT/IP2004/012238 



(1) LAKmmomm^^zs^m 

mmme- (i) tmm(D:^mr-LAKmm^mm-^mhrzo rafch. ccd 
mmm-r^mm^sSsLm^^^ti^^xv i vo i o^m^zM^Lrco ^^^m2 o 

iZTKTo 



2 0 



skmms. • mm 




mmmth o 0 












mm 




OUVIVOIO 


MM (FN f r^mm.it) 


tn CD3 




X 2 7 


omivoio 


FN f r^m^'it 


tn;cD3 


titCDS 


X 2 8 8 


omivoio 


CH- 2 9 6 


iaCD3+CH-296 


taCD3+CH-296 


X 8 4 5 


OXXVIVOIO 


H- 2 9 6 


laCD3+H-296 


feiCD3+H-296 


X 8 9 3 



S2 0 i3s^$ti§ct^{c, Mm^^^u\^^mm^m^^x(DL AKm^mmm^o 

mi^^n^m\zm^mh^y4^u^^^^yy^^^>h^^zSmcD3irii^^ 

m^itLrc^mmi^mmvrcmizi5\^^x\t. nmmziti^LxhAKmmcDU. 
:k^mwM^^o cin^cD*£;^it«^«, I. AKmf!&mmmwmii^n^m\zm 

K>mvmcDsmii^(D?f-^m^i[:Lrcmmmt^^mvrcm\z:idi^^w:±mmm 

fco •tut)-^LAKmmmmwm^^wmizy4^u:^^^yy^^^yh^ 
^zsm,cD 3 ini^^m^^xmrn-f^ :i t j: 0 . skm^^^u^^^^m^mi^^rcm 
^xhm^^m.i<immmxi. AKmm^mm • mm-r^^tm-^mx^^^iL^m 



wo 2005/019450 



PCT/JP2004/012238 



m 

(1) i.AKmm<Dmm^j;:zsmm 

(2) LAKmrnizi^n^ih- 2R^mm<Dm^ 

mmms- (2) tmm<D:tjmx\ i-L-2R^mm^mm^mm^m^vrz. 

L-2R^i^^ (%) .h^^-r^. 



2 1 





7-1' 7'D:^^^> 


^«M^0 H 


mmmp^ 9 b 


I L- 


2 R 






















(%) 




OXXVIVOlO 


*ffii (FN f rtm^^t) 


SlCDS 




2 4. 


9 9 


omivoio 


F N f r If H^lb 


trCCD3 


$lCD3 


8 0. 


5 8 


OUVIVOIO 


CH- 2 9 6 


lr[CD3+CH-296 




4 0. 


1 7 


omivolo 


CH- 2 9 6 


KCDS+CH-zge 


ixCD3+CH-296 


9 2. 


5 9 


OXXVIVOIO 


H- 2 9 6 


taCD3+H-296 




3 0. 


0 9 


omivoio 


H- 2 9 6 


tn:CD3+H-296 


in[CD3+H-296 


8 7. 


1 5 



^2 i\zm-^ti^j^o\z. ikmt:'^^u^^mm^mi^^xo:)LAKmmmmwM 
m\z^^^xit. mm^(DL AKmm&m±\zi3n^ i l- 2 R%3i^^i^<^^ 

mzy^^u^!7^>y^^^>h^^^^^^^tiz^Ki. I L-2R^mB^ 

6 6 



wo 2005/019450 



PCT/JP2004/012238 



(1) LAKmm(Dmmi^^zsmm 

l^^fflf ■S^Jtii*jfiim^^*^j:v^xv I VO 2 0 *;t«xv I VO 1 0 ^:fe«A 

iM w^m\zm^vtc. 



g2 2 







CD 8l®14iB)lS^W^ (%) 


0 %XV I VO 2 0 


l^m (FN f r#@5£{t) 


2 0. 


0 1 


0 %X V I VO 2 0 


CH- 2 9 6 


6 4. 


4 8 


0 %XV I VO 1 0 


nm. (FN f rl^HS^b) 


2 7. 


9 1 


0 %XV I VO 1 0 


CH- 2 9 6 


4 7. 


7 2 


0 %A I M V 


tm (FN f r^m-^it) 


2 1 . 


1 4 


0 %A I M V 


CH-2 9 6 


5 8. 


8 


0 %XV I VO 1 0 


(FN f r^m'^^) 


1 6. 


5 3 


0%XV I VO 1 0 


CH- 2 9 6 


3 5. 


2 2 


0%XV I VO 1 0 


H- 2 9 6 


2 7. 


2 9 



S2 2\zm-^n^^o\z. ikm^^'^fi.^^^m^m^^^xcDi. AKmrnmrnm 



wo 2005/019450 



PCT/JP2004/012238 



(1) LAKm©mS*5J;CXit« 

l^<56ffl-r§J^ittSrlfiltf ^^*^J:ViXV I V0 2 O^tMXY I VO 1 O^i^fefC^ 

(2) LAKig^(C*5tt'g.CD 8llMlS^ffl^%it^cD?|iJ^ 
^23 IC^To 



^2 3 









^ttlffl^ 9 B 


CDS 












(%) 


omivo2o 


MfiCFN f rl^H^fb) 


fctCD3 




2 0. 


0 1 


omivo2o 


CH- 2 9 6 


tn;CD3+CH-296 




6 4. 


4 8 


OOTIV020 


CH- 2 9 6 


tn;CD3+CH-296 


in;CD3+CH-296 


3 5. 


2 1 


OXXVIVOIO 


?tM(FN f r|^H5£{b) 


taCDS 




2 7. 


9 1 


OUVIVOIO 


CH- 2 9 6 


tn;CD3+CH-296 




4 7. 


7 2 


omivolo 


FN f r 


fetCD3 




3 7. 


9 7 


omivoio 


CH- 2 9 6 


j5i;CD3+CH-296 


ixLCD3+CH-296 


5 0 . 


2 2 


OUVIVOIO 


Mfi8(FN f r#03£{t) 


tn;CD3 


t^V 


1 6 . 


5 3 


OUVIVOIO 


CH- 2 9 6 


jnCD3+CH-296 




3 5. 


2 2 


OXXVIVOIO 


H- 2 9 6 


t!iCD3+H-296 




2 7. 


2 9 


omivolo 


CH- 2 9 6 


tn:CD3+CH-296 


i)lCD3+CH-296 


7 5. 


3 3 


CUV I VOID 


H- 2 9 6 


6iCD3+H-296 


tn:CD3+H-296 


6 1. 


0 8 



^2 3 lC^^n^J;e>t^, lftl«^#*;^CViltite^fflV^T®LAK»^»M 

6 8 



wo 2005/019450 



PCT/JP2004/012238 



(1) 'LAKmm.o^mm^^n^m 

1 %h uma n ABjfiL^t^-^tPXV I VO 2 0 (J^T 1 %XV I VO 2 0 
US) fC 1 X 1 0 ^ c e 1 1 s/mLS:/^fS 5 X 1 0 cell s/mL 

\zmmmi- (d TM^bfcPBMc^M^s^, ^mmi~ (2) tiwutcD^ 

^iTMU^ciab hCD 3irL#:iaS^t:7V- h, ^fe^irtfc h C D 3 ia^^Sckt/ 
FN f r H^>fb6':7x;i'7'l/>-h(c:iniL/':7x;i/T'0^^, 1 %XV I V02 
0 4mLS:iJP^ (1X10'' eel Is/cm^ ^^(i5 X 1 0 ^ c e 1 1 s/ 

cmM , ^^l;:*IJi^5 0 OU/mLci:fj:§=l:^>J:: I L- 2 mmmmM^m 

) ^»L^cc cne>o7V-h^5%co2 4'3 7t:-rig«b;/i (i^^osg 

) c i^^W$^m2aS, 3B@, 4 BitCttJ^Jg^S 0 0U/mL<i:^d:^<t-5{C 
IL-2^»bfeo ^«W*&^7 aSI^^I^2~3 HfttC^^i^ 

5 0 0\3/ml.t.U^^^ I L- 2 ^it.;!iPbfc:o ^©PB^^*M©#TOf^(i^< 

(2) LAKi9fl§{'*3lt§ I L- 2 R!^^^(D^|iJ^ 

^*s«sj3- (2) Lnm(Di3m-^. i L-2R^^i^i4m-^«^S'j^bfc 

o I L- 2 R^SP^ttm^» (%) SIL-2R5g^^ (%) 





l^S2 4(C^f , 




^2 4 






jfiitf iiS • igSfi 


:? ^ p ^ ^ 5^ > 7 ^ > h 


I L-2 Rfg^^ (%) 


1 %XV I VO 2 0 


(FN f r ^^a^^b) 


12. 15 




CH- 2 9 6 


9 7. 4 7 




H- 2 9 6 


9 5. 4 3 



6 9 



wo 2005/019450 



PCT/JP2004/012238 



S2 4iz^^n^^o\z, i&mm^-^'^^oi.AKmmmmmiz^y-fy^u^^^ 
m<D^^mi^^'^>'mt'r^^tuv\zmm^(DLAKmmmm±iz^n^ i l- 

■^^'bi.AKmm^mm-r^mzy4^a:^^^^>y^^>f^>h^^^^^^^h 

mmm2 5 torn • ^ikmm^^m^^rcLAKmm^mmz:iin^mmiMmm 

(1) LAKmmomm^j^zj^mm 

mmmi- (3) tmrno^ysmr-LAKmrn^mm'^mLrzo ccDmrnm-r 

^^m^^OX^^^ 5 XhumanAB iSa.m^titiXV I VO 2 0 ^TMOX-^^^ 
5 %h uma nABlfiLtt^-^tTA I M Vi^^^fcti 5 % h urn a n ABjfii^^ 

^tfXV I VO 1 o^mizmMvtzo 

(2) lt«b^cL AKm(^^iaM?Stt<^S'J^ 

IIM2 5- (1) Ti^Mbfci§«mi 5 SB0LAK0Mfi»^'l4tt, C 
a 1 c e i n-AM^fflVi;fc^flSfi#fi&tt?|iJ^^ CUt-x>>'x;UX R. S ( 
Lichtenfels R. , et al.),J. I mmn o 1 . M 
ethods. mi72#, ^2^, ^227~239H (1994) ] \ZXW 
mLtzo mmW K562, DaudiS:lX10« eel 1 s/mLi^C-S^ 
a5%FBS (Bio Wh i t t a k e r ^■^t^RPM I 1 6 4 0 ^ili! 

izmm'^. mmm2 s fiutta^^^izc a i c e i r-am (h-^s^-t 

) ^^Jnb, 3 7 t:T 1 B#rBlig«Lfco IfflflS^C a 1 c e i n -AM^^^T^cCVi 
mmizxm^mi. C a 1 c e i nMl^^Wmt b;^c. 

IIMJ2 5- (1) -cmmvrcLAKmm^xym^i^^-mmtiyT IX I 0 

7 0 



wo 2005/019450 



PCT/JP2004/012238 



^~3X10^cells /mL tti^J;:^\z 5 % h urn a n ^^OR P M 
)HZ 1 0 0 u L/r>x;i/'ro^ftLTi3#, ^nCl3 1 X 1 0 s c e 1 1 s /m 

Lizmrnvfcc a 1 c e i nummmmm^ 1 o o uLX^:jL)V'r'Dmiiui^rc. 

^m±mi 0 0 fih^WMv, mytzfu-h^j-y- (4 s 5 nm/5 3 s nm 

) iz^-Dxmm^m^iztkta^tircc a 1 c e i ns m^^m) ^mi^iyfco 

^1 : 

mmmmmii (%) = c (#'i7a:;i/co?iij^{a-«/jN*{fm») / (ft>^tiftB«- 

mn-^mmm) 3 x 1 0 0 

±^\Z:^3\,^xm^bntiim\tmmmm(D^^m^^^Ji)V(Dc a 1 c e i 

mx&^. mmmm-^^'h(Dc a 1 c e i n^Mmmm^^To ^rz. m^miam 
iimmmm^z^mm^mx$>^T r i t on x - 1 0 0 (i-:ti^^7-xi7:^±m 

) ^nmmo. 0 5%^-f3i^<i:o\z1Xi^xmm^^'^^mLrzm(Dc a 1 c e i 
n-feSctb«^^l>TVi5, ^^^^2 5 {d^-Tc 7^^:43, ^4", Te/Tj tUJLy x. 



wo 2005/019450 



PCT/JP2004/012238 



«2 5 







E/T 


(%) 


mui^mm'i^ (%) 




^ V y ^ y h 




(I^WfflflS 


K562) 


f Isus J^h* -t^m ti/-t 

(^WiBflS 


Daudi) 


0UVIY020 


^^SS (F N f r ^la^^t) 


2 0 


2 8 . 


7 


1 3 . 


3 


omivo2o 


C H — 2 9 6 


2 0 


4 6 . 


7 


2 3 . 


8 


0UVIV020 


H - 2 9 6 


2 0 


4 9 . 


9 


1 9 . 


0 


0. 2UVIVO20 


1 L 1 1 J J / 1-^ Ik. T -f? -II- ml J * J /I* \ 

^^fi?. (FNf r^^ms^b) 


1 0 


1 3 . 


3 


1 1 . 


6 


0. 2miV020 


C H — 2 9 6 


1 0 


1 8 . 


2 


1 8 . 


6 


1UVIV020 


tiW. (F N f r ^S^'fb;) 


2 0 


3 6 . 


5 


2 4 . 


8 


1%XVIV020 


H— 2 9 6 


2 0 


6 2 . 


8 


3 9 . 


0 


5nVIV020 


*fSg (FNf r #NH^{k) 


3 0 


5 7 . 


0 


5 6 . 


6 


5nVIV020 


C H — ^ 9 D 


o c\ 
o U 


7 8. 


1 


5 9. 


1 


OSKAIM V 


^^fiS (FNf r#HS{b) 


3 0 


2 5. 


2 


2 3. 


4 


OSKAIM Y 


CH~ 2 9 6 


3 0 


3 6. 


8 


2 8. 


1 


5%AIM V 


^S?. (FNf r^m-^Vc) 


3 0 


5 5. 


3 


4 9. 


8 


55^AIM Y 


CH- 2 9 6 


3 0 


7 7. 


2 


5 3. 


6 


5^AIM Y 


^^ffll (FNf r#B^^l:) 


1 0 


3 5. 


1 


5 0. 


5 


5UIM Y 


CH- 2 9 6 


1 0 


7 1 . 


6 


5 1 . 


8 


5UIM Y 


H- 2 9 6 


1 0 


7 3. 


9 


5 7. 


8 


smivoio 


tm (FNf r#m^{k) 


1 0 


7 2. 


6 


5 1 . 


1 


smiYOio 


CH- 2 9 6 


1 0 


8 4. 


6 


5 7. 


4 


5UYIY010 


H- 2 9 6 


1 0 


8 9. 


3 


6 9. 


5 



^2 5ic^$n§j;^{c, ifQm^#^7:j:v^igii^'bb<fgas®ifiitf 

^»J2 6 <£jfilitigite (A I M V) <&fflVifcLAKm^«l^lc:fett^J£;*C 
(1) LAKMO^^*5i;0^^J§« 

ll»J2- (1) <i:lRl1i(7):^ffiTLAKM^M« • iS^Lfc, iKDI^^fflf 



wo 2005/019450 



PCT/JP2004/012238 



§i^Jt^l%humanABjfiltf^^t;i^ifiA IM VlZ^^LTco ISm^^2 
6 izm'^o 



^2 6 



jfiitfis* • mm 




mmmti^oB 


mmmit 9 a 










smm. 


(mm) 


i%km V 


nm (FN f T^mm^t) 


taCD3 


fixCD3 


X 1 3 0 


IXAIM V 


CH- 2 9 6 


taCD3+CH-296 


*lCD3+CH-296 


X 2 4 1 9 



m:2 6\z^-^n^^o\z, j&mmoskm (i%) ^^/utcAiu vmrn^m 

Lrzm\z:i2i-f^w;,±mmmjzioh\t^ib^\zm\^>h(DX'$>'orz. rtitD'^LAKm 
mmmmm^^wMizy^yu^^^yy^ if ^yh^^nmcD smi^^m 
i^^xmrn-r^ztiz^to. i&m^(Dstim^^/vrcmm^m^^rcm'^x^m^^w^± 
mmmxL AKmm'&mm • mmT^z.^-fymmx$>^^ti}m^-d^tU'orzo 

mmm2 7 ^^stimmm (aim y) ^m\^^rcLAKmmmm?^\z:^n^w:,i=: 
^mmcDW]^ (my)Mvmmizj;i^ii:±i^m) -2 

(F a 1 c o n^hM) fcta t h C D 3 irL#: mm^5 us/ml. 
) ^^tJPBS^l. 9mL (1 27^:>^l/-h(^a'&) ^^«2mL (12. 5 c 



wo 2005/019450 



PCT/JP2004/012238 



mnzBm<D^y^y''u^-^^^yy^^?^>h (FNf r) ^^mmi o u s/^ 
mL ( 1 2 7^-/U— hO»-&) ^rM2 5 m g/mL (12. 5 cm^ :7^X3 

)^ o 

Tz, mmm.mzitz.n^<Dmmmi'^^^^i$- • fn f r ^^t^PBs^^^ii^* 

(2) hAKmm(Dmm^.i:zsmm 

1 %A I M V{C5 X 1 0^ c e 1 1 s /mL tU^^oizmMM 1 - ( 1 ) 

nmrnvTcF BMC ^mmWi. mmm2 7- (d -cmmvrz.m}ihcD3m^ 

®^<b:/l/-h, ^fcftiat: hCD 3m#:*5J;tKFN f r @^>fb:^lx- h Ici m 
L/'^x;i/To^^, ll^i^l 0 0 0U/mL<h7i^J;^{C I L - 2 ^^Jnb;fc 
o h^5 %C02 ^-S T-CT^ftUfc (^«0 0@) . 

^2. 3 aeidttl 0 0 OU/mL(DI L-2&^tfl%AIM VSrlmL/ 
»:7x;i/T-::>^inb}t. :^SI^$&^4 0 g{Ct^^«^<£(5r«b@^>fkL.TVifcJ:Vi 2 5 
cm^i9SS^«:7^Xzi (FalconttM) $e>{Cl%AIM V 

TmL^^jbnb, mmms 0 OU/mLtt^^J;:.^ 1 L - 2^mii\iLrZo i^«M 
$^7 SglCftl %A I M V^m^^xmmm&^2 x l 0 = c e l l s/mL{3 

0 0 u/mL tT^c^j::^ I L - 2 ^mMhTzo mmmi^9 BUiZ\tmmm2 7 - 
(1) i:mm(D:^m'vmmi^rzm^hCDsmi^mmtyy7.n. ^rzitm\ih 

CD3tfii^i5^ZSFN f rm^ity^T.:! (rzfzL. H^-fblCffl V^^tab h C D 
3tfiWO)mmitO. 5 n s/mLthtz) \Z1%AIM V^fflV^TmaS^ 
2 X 1 0= c e 1 1 s /mHzm^l^rz^mm(D—U^^l'^ ^M^b 0 0 U/ 
mL tta^Jiz'D IL-2 ^mMVTzo m^mtthl 2 HgtCS^jMl %A I M 

Y^m\^^xmmmm^2 x i c e i i s ymnzm^vTzmmmoy—m^pi 

7 4 



wo 2005/019450 



PCT/JP2004/012238 



m.2 7 





i7 5^> 




9 a 










mm 


(mm) 


IXAIM V 


?^M(FN f r$mm^t) 


fetCDS 




X3392±779 


IXAIM V 


FN f r^SS-fb 


in:CD3 


tn[CD3 


X4389±1234 


IXAIM V 


CH- 2 9 6 


tn:CD3+CH-296 


tr[;CD3+CH-296 


X8545±1328 



^2 nz^-^n^^'^iz. is.mm(DiB.m (i%) ^-^^;^'AIM vmm^m 

> h^<i:zswiCD smi^^m^itvtz mmm^ ^mmi.rcm\zid\.^xit. Mmm 
\zft^vxLAKmm(Dt&:kimmm^m^^o ^.n^ou^i^^mmt. lak« 
mmmmm^^z:^^mizm vmi^mcDs mi^(D^^mmit vrc^mmit:mm 
vrzm\z^n^w^±mmm^ d hi^^-^^\zM^^h(Dx$>'orco -rfcct)-^ l ak^b 

mmmm^^wmizy4':/a^^^>y^'if^>h^^zSiriCDSini$.^m 

^^xmmT^ ^itiz^Ki. i&mm(D]km^^/v:/:imm^m^^rzm^xhm^^u.± 

mmm28 mstmrnm (aim v) ^m^^rcLAKmmmm^\z:i5iir^cD 
sm^mm^mitm im^Mhmm.iz^^w:±mm) 
(1) LAKmm<Dmmii^zsmm 

mmm2- (d tmm(D:^mxhAKmm^mm'mmvrco ccommm^ 

^i^ite^^h uma n ABjfilt»^^^fci:ViA I M YiZ^^hfco 
( 2 ) L AK«fflJiS{C*3tt^ CDS ^MHaSffl-^^Jt^^SiJ^ 

7 5 



wo 2005/019450 



PCT/JP2004/012238 



mmm4- (2) ^mmo)ijmT cd smi^m^o^mm^mmvrco 

^28 fC^T, 



*2 8 











CD BR 








mm 


mm 




(%) 


OXAIM V 


(FN f rl^H^fb) 


iaCD3 




4 3. 


8 


0%AIM V 


CH- 2 9 6 


ilCD3+CH-296 




6 4. 


4 


OSKAIM V 


CH- 2 9 6 


in;CD3+CH-296 


SlCD3+CH-296 


7 6. 


6 



mmm29 i&skm^miAiu y) ^m^^rc-LAKmrnmrn'^iz^if^cD 
sm^^mm-^mitm mK)mvmmiz^^w::k:mm) 

(1) LAKmm.(Dmm^>kzsmm 

mmm2- (d tmm<D^^xLAKmm^mm - mmvrco ^(Dmmm-r 

SitiffiS: 1 %h uma n ABifiitf Sr^tfA I M V(C^Mb;to 

(2) LAKmmz:^n^cD8m^mmMm^^itm(Dnim 
s 2 9 (c^-r. 



wo 2005/019450 



PCT/JP2004/012238 



S2 9 







^«Mi6 0 0 




CD 811 














(%) 


1 %km V 


Mm (FN f r#®^^b) 


taCD3 




3 9. 


2 


1 XAIM V 


nm (FN f r^s^-fb) 


^CD3 


iaCD3 


6 0. 


0 


IXAIM V 


CH- 2 9 6 


tn;CD3+CH-296 




4 9. 


2 


1 MIM V 


CH- 2 9 6 


tn;CD3+CH-296 


tn;CD3+CH-296 


7 1 . 


0 



mmms o msummm (aim v) ^m^^^rch AKmm^mmiz^ii>^ i l 
-2w-tr:/^- (IL-2R) ^m(Dmm^ 

(1) LAKlffllS<Z)|^2»43J:t/ig« 

^»j2- (1) tmm(D:^m'VLAKmm^mm' i^mi^Tzo ^(D^mmr 

§it%^h uma n ABiMtf ?&^^^j:ViA I M Y^miZ^Ml^Tc. 

(2) LAKlfflSa{343tj-^ I L- 2 R^^^^cDffiiJ^ 

^»j3- (2) ^mm(D:ijmx\ ii.-2Rmmmi^mm^mm^m^Lrz 
L-2R^^^ (%) tmm-r^o 



wo 2005/019450 



PCT/JP2004/012238 



^3 0 



skmmm • mm 








I L- 2 R 






mm 


mm 


^mm (%) 


OXAIM V 


%m (FN f rim-^WL) 






2 2.0 


OXAIM V 


nm. (FN f r#H^<b) 


*xCD3 


SxCDS 


3 9.9 


OXAIM V 


CH- 2 9 6 


fiT:CD3+CH-296 


tn;CD3+CH-296 


5 1.9 



mmm3 1 {sjflimjffi (aim v) ^m^^rcLAKmm^mmzmf^ i l 

-2Hr:/^- (IL-2R) ^^(D^#(^«9jgLMtcJ;^M;'ci§«) 

(1) LAK«(DM2i*5cktKl§« 

mmmz - (d tiwi^tcD^^^TLAKiWjja^Bi^-ig^bi^co c^i^^seffl-r 

-S^fl^^ 1 %h uma n ABifilftSr^tfA I M Ymmz^Ml^tzo 

(2) L AK|ffl|StI*5tt§ I L- 2 R^i^^CD^iJ^ 

^»j3- (2) t.mm(D:^mi^> iL-2Rmmm^mm.^mm^m^vrc 
L-2R^^^ (%) tm^-r^o 



7 8 



wo 2005/019450 



PCT/JP2004/012238 



S3 1 











I L-2R 




• mm 




mm 


mm 


(%) 




1 %km V 


(FN f r#@S^b) 






2 3. 


6 


1 XAIM V 


CH- 2 9 6 


tfiCD3+CH-296 




2 7. 


2 


1 XAIM V 


CH- 2 9 6 


tn:CD3+CH-296 


ln:CD3+CH-296 


6 9. 


1 



A KmM#l0^43 J; :7 ^' y D ^ ^ > -7 ^ y > h ^ ffl^{t: b fc^ 
«:g§^^^^5efflb;^^{c^5ViT«, m«4'<^LAKW^®±i::*3ij-§ i l - 2 R 

IIMf!l3 2 fSifilTf ^flfe (A I M V) ?£fflVi;^cLAKimflamffl'^'(C*3tt^CD 

8 lie^ia^Wi;b^ 
(1) LAKMCDM^^^ctWft 

- (3) t|WHi(D;^^"CLAKm^BI«-^«UrCo iKDl^^^^T 

^i^m^ 1 %h uma n ABjfiltf ^-^tPA I M V^itilt^Mbfc. 
( 2 ) L AKiafl^tC*5frt§ CDS l^ttmSH^Wtt^MJ^ 
IIWJ4- (2) i:l«Ifi|(7);^fifeTCD 8IH4m<D"^W*2:a'J^brc:. 

^32 



ms 2 



ifiimi^s • mm. 




cDsmmmm^^m (%) 


1 %A I M V 


Mm (FN f rt^mmit) 


4 1. 0 2 


1 % A I M V 


CH- 2 9 6 


5 6. 7 8 



wo 2005/019450 



PCT/JP2004/012238 



(1) i^AKmmomm^^ni^m 

mmVTco ^(Dl^^fflT-Si^ilfi^O %^fct^ 1 %h uma n ABjflim^^trXV 

I vo 1 0, XV I V0 2 os^«A iM v^miz^Mvrz.o 

(2) mrnvTcL AKmm(Dmmmmm^(Dmm 

mMi^r^o m^^^3 3\zm-ro 



8 0 



wo 2005/019450 



PCT/JP2004/012238 



S3 3 





747 u^^OtJ 


















Q P Bi^lljiGr 
y p SM*Uc®t 


































ua\X\X 1 


U%aV1 VUlU 






/? ? . 


1 n 
1 u 


1 1 RR 


1 n Rl 




vr n 1 1 loj /ti 1 Lj / 












U/dA Y 1 YU i U 


P K — ? Q fi 




;^ b 


1 0 




L« U. 0 


1 A TU V 
I%A1M Y 






/J* L-/ 


1 n 

1 u 


1 fi R9 


oo. 




V.1 11 1 1 M=U 1 LJ y 












liKAIM V 


CH- 2 9 6 


in;CD3+CH-296 




10 


46. 54 


42. 3 


OXXVIV020 


tm 




*aCD3 


10 


24. 5 


13. 3 
















OmiV020 


CH- 2 9 6 


tn:CD3+CH-296 


tn:CD3+CH-296 


10 


30. 8 


23. 3 


1SKXVIV020 




JxCDS 


taCD3 


10 


18. 5 


13. 9 
















imivo2o 


CH- 2 9 6 


tn;CD3+CH-296 


fetCD3+CH-296 


10 


30. 8 


28. 5 


IXXVIVOIO 






taCD3 


10 


13. 8 


8. 4 
















nxvivolo 


CH- 2 9 6 


tn:CD3+CH-296 


tn;CD3+CH-296 


10 


33. 0 


31. 8 



^3 ^\z7iz^n^^o\z. ikm^^^u^^^m%\^<\t^m&(Di5Lm^^hjri. 
«M3 4 i&ikmmm (xvivoio) ^mi^^rz.hAKmmmmmz:iQH 

( 1) Jii b h C D 3 J:a^'F N :7 ^ > h 

8 1 



wo 2005/019450 



PCT/JP2004/012238 



mmCO^ (B a X t e r^M) {C^k h C D SifC^: 

5iXg/mL) ^^tJPBS^2 0mLT-::3^SnL'rco FN7^^^;<> 

h^Jpptc^Mii^ji {ciEao^:7^:/n^^^>:7^^p^>h (FNf r) ^ 

#/t-;/i:^^P B ST2 HI. 1 %h uma n ABj&^t^^tfXV I VO 1 O^tlfi ( 
J^^lTl %XV I VO 1 0 .hlSS-r) TllEl^#L#S^i^lC#tLfCo 

(2) j^AKmmo)mm^^nmm 

1 %xv ivoiotcixio'ce 1 1 s ymh^ta^^oizmmmi - ( 

1) r^mmLTzP BMC ^mm^i^. mmm3 4- (d TUMbrcfcihihcDs 

FNf r @^^bMiS«fflC02 ;^;:^SjH4A'>;/i?'{Cl OmLXAy^-r^mm 

^oi9tei§*fflco2 ^T.mm^/'^y^'^ 5% CO 2 'PS 7x:-i:mmvrz (mm 

OBB) o ^«^M^2 SatCttl 0 0 OU/mL© I L- 2 ^^ti- 1 %XV I 

vol 0^2 omh/ziy^-f-omuavTzo mmmt^4 B^izunmms O OU 

/mLifcC^ct^ I L - 2 mmmt^WiQ S@lC«l %XV I VO 1 

0^3 OmL/yt^;/^-ro^j[inL, liaS5 0 0 U/mL ifcC^ J: -5 I L- 2^ 

Tv>;^j:i/i8 scm^ mm^mmcoz :ff7.mmm/'^y^iz^L. mmms oou 

/mL tU^^O I L-2^isJlPLfco ig^HM 1 1,13 S@(I«II?S^5 0 
OVXmLtr^^^^ I L-2^MLfCo ^mmi^l 5 B a h U /\°> y'^;!^- 

8 2 
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S3 4 











1 %XV I VO 1 0 


1 5 B PbI 


mm (FN f r^m^^t) 


X 3 4 


1 %XV I VO 1 0 


1 5 H r^i 


CH- 2 9 6 


X 1 0 1 



^3 4{c^$n^=b5i^, is.mm (i%) <^Jla^t^^^fc^^l!l (xvivoi 

(1) tilt hCD 3jrL^*:43ctD?FN-7^i7*^>Ma^^b 

D3tn:#:43J;I^FN7^^?'pC>hS:H^<bb:^Co "TfcCt)^ 2 5 cm^ M^^ffl 

:7^Xzi (ii-->ii^t±K) (C^t: hCD 3tri#: («^5Mg/mL) ^-^i^ 

mm.(D^y^':^u:^^^>y^^;^yh (FNf r) ^mmm42. 5Mg/m 

Tzo mmmm\z\t^nib<Dmmmu>^m^ • FNf r ^^trPBs^i^5sm> 

vXnSrPB ST2IhI. 1 % h um a n ABlhtf ^"^tyX V I VO 1 0 ^dft 
(JKATl %XV I VO 1 0 tmS-T) TlHI^Sfe^t^^lg^fC^^bfCo 

8 3 
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(2) LAKmmomm^^zfmm 

1 %XV I VO 10t;:ixi0''cells XmL htt^J^^iZ^mm 1 - ( 

smLyy^T.n-f^mm.mM'txn. mm&i o o o u/mL iT^c^^ck^ic 

I L-2Sr«Lx^Co :itl^(D>'^X3^5%C02 + 3 yCTig^bfc: 
OBS) c B @S;/cti2 HStC^il 0 0 0U/mL(7) I L- 2 

tyi%xvivoio ^ 7mL/:7^xnT-c?^*nbfe. J^TirtCD 3^#:±C 
H-2 9 6MWrBll;iJ;D 2::50:;^?iTm«b;^c:o (i) mmmi^W:4 B^\zm 

^VrcWi. 1 %XV I VO 1 0^lr2 0 mL/'/\*^y ^"To^L^S^ 5 0 0 U/ 
mL^/cC^ct^ I L-2^», -^ihlzmmmW^e 0itZl%XVIVOlO 
^3 OmL/A''y^-r-^»^, i^?^^5 0 OVXmLtU^^O I L - 2 

mhTd mcD 3mw±cH- 2 9 6mmmm4Bm) . (id ^«h$&4b 

g^fe«5 BS^Ci^lgSS 0 OUXmLtfJi^^^ I L-2<&^ilPb, 

^6 Bmizmmm^U\Zhm^itVX^^tj:l^^ 8 5 cm^ ^SSig*fflC02 

iii#;t-/^lci^L;^c^, 1 %xv I VO 1 0 ^ 5 OmL/A^^/^^-To^iin. 

^5 0 OU/'mL<h;^cf:§ I L - 2 Sr^iraL-T^: (trtCD 3tn:#:±CH- 2 9 6 
$iI#«9rBl6 BK) o M^#i'fe^«P^^8 Ba{Cti^«?^(7)-^^igl:^IRL. 

;^cm, fBifes^^i^LTVi^^cjiVis 5 cm 2 mmmmmco^ ^xmm'\iny^*\z^ 

i^ai£5 0 OVXmLtU^J:'D I L-2$:MbfCo 1 1,13 

B@(ct»iim5 0 ouymLtf^^^o I L-2^»Lfeo mmmtihi 5 a 



8 4 
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3 5 



skmmm • mm 


tr[CD3±CH-296 


















1 %XV I VO 1 0 




1 5 B r^T 


nm (FN f rlNS^Ib) 


X 2 3 5 


1 %XV I VO 1 0 




1 5 BTbI 


CH- 2 9 6 


X 4 9 8 


1 %XV I VO 1 0 


6 araT 


1 5 am 


%m (FN f r^HJg^b) 


X 4 2 5 


1 %X V I VO 1 0 


6 era 


1 5 B TbT 


CH- 2 9 6 


X 6 9 0 



ms sizm-^n^^'^iz. i&m^ (i%) (DMrn^-^Ajtcmm (xvivoi 
fcmmmmmy ^ >^:2^mmvrcmz^^^xi-i.. Mmmzitm.vxhAKmm,<D 

il:±mmmtim^^o z.(D:it^^^^y4:fu:^^^^yy^^:f^>hit^mm<DsSB. 

^Ay^t:m.^^iD'itrzLAKmmmmmiz0mizmm-^n^^tm^^^tr^ 

mmmse ^ikmmm (AIM v) ^m^^tchAKm^mmmz^if^ikiz 
mmm(Dm^ (mmmmmyy^:2id^xsmmi^mmco^ :ffxmm^/^y^^ 

(1) m\ihCD3mi^^^ZSFNy^^^>hm^it 

&.T(Dmmxi^m-r^mmmi (2 5 cm^ mm^mmyy7.n) \zmmm3 
5- (1) tmm\zm.}^hCDSini^^^zSFNy^if^>h^mM<[:Lrc. m 
mm.mizit:in^<Dmmmm^^mi^ ' fn f r^^t^FBs^m^m. ^y^ 

;^r35£P B ST2IhI, 1 %h uma n ABlfatf ^^tJA I M Y^m (Wfl% 

AIM y tmT) x I mm^i^^mmizmv fco 

(2) LAKmmomm^^zsmm 

1 %A I M VtCl X 1 0 « c e 1 1 s XmLtf3i^J^o\zmMM 1 - ( 1) 

8 5 
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L/y ^ 7s u-f-Dmrnmrnm^ An. nmmi o o ou/mL t;^cj:^j;-5{c i l 

S) c 0 StCfS 1 0 0 0 U/mL® I L - 2 ?r^tf 1 %A I M V 

TVifj:Vi8 5 cm^ Mi^^fflCOg n>y ^^'iC^Lfc^, 1 %A I M 

V^2 OmL//t-:/ii7'-ro^Jjpb, l^?jiS5 0 0 U/mL J: 3 I L - 2 
^^SDbfco :^«MSa6 BefC«l %A I M 3 OmL/A>:/i?'-r::)^JDb 

O2 :yX^jl'l4A~^^^lC^U> *l^i^5 0 OU/mLtf^^^o I L - 2 ^» 
bfc, 1,13 B@tC^3:|^jiS5 0 OUymLtU^J;^^ 



3 6 







y ^ y'v^:^^tr=^>y'7i^^>h 




1 %A I M V 


1 5Bm 


Mm (FN f r ^^H^-fb) 


X 3 2 7 


1 %A I M V 


1 5 a PbI 


CH- 2 9 6 


X 5 6 6 



6\z^^n^^^iz. i&mm (i%) (7)i^l?i^^^fc^^ (aim v) 

^iDitrzLAKmmmmmmiz^y-(y''a^^^^yy^ir^y\^^m^i\:i^rcm 
mmmmyy7=i^^^i^rcmizi^\^x\t. Mmm\zit^LXLAKmm<DU.A 

mmm-^^Mi^^o c<D:itf}^'b^y-( ':fu:^i7^>y^^}^>hit^mm(D}km^ 

^/ufcmm^mi^^x. m^i^mmyyy.:3i5^zsmm^mmco2 ■^^mmi^j^ 

8 6 
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o 

mmm^i ^is^mmm (xvivoio) ^m^^tc-LAKmrnMrn^^z^n^ 

(1) 'LAKmm.oymm^^xsmm 

m^mm^A- (2) iiWim(Di3m^i.AKmm^mm'^mvtzo 

(2) LAKiafla{C^tt^CD 8|^'MiSma^#Jt^C0MJ^ 
^37 l':^t"o 



^3 7 









CD 8^14aBJlS 








(%). 


1 %XV I VO 1 0 


1 5 Bra 


nm (FN f ri^sj^-fb) 


4 5. 7 


1 %XV I VO 1 0 


1 5 Bm 


CH-2 9 6 


6 1.6 



^^7\z^-^n^^o\z. ^^m. (1%) (7)jfiLm^&^/ufc^m (XV I vol 
b7tpic43ViT«, it«^©L AKmft' t43tt^ CDS ^itiafla-^w^^ 

mmms^ iSMi^^ (XVI VOl O) ^fflV^^dLAKmSH^lrfetta 

8 7 
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(1) LAKmm(Dmmi5^zsmm 

mmmss- (2) tmmo:>:fjm'CLAKmm'^mm'mmi^rco 

(2) hAKmm\z:^n^cD8mi^mmmm^^itm(Dm\^ 

13 8 JC^-To 



^3 8 



skmmm • mm 


in;CD3±CH-296 






CDSm 


^4 




mmmm 


















(%) 




1 %XV I VO 1 0 




1 5 B K 


Mm (FN f r#H^{l:) 


5 8. 


1 


1 %X V I VO 1 0 


4Bm 


1 5 B H 


CH- 2 9 6 


7 0. 


3 


1 %X V I VO 1 0 


6 sm 


1 5 B Pel 


nm (FN f r#B)t<b) 


5 8. 


3 


1 %X V I VO 1 0 


6 


1 5 B FbT 


CH- 2 9 6 


7 2. 


7 



^3 8 l;::^^nScb5{C, i&mm (1%) <DIfil^f&-^^ff^tt! (XV I vol 

tzmmmmm :7 n ^^^^ vtcmizi^i^xit. Mmmizitmvxmmw:<D l a 

Kmcft^iSttSCD 8^fSm^^^&iS<fl^-r'S;^<h*t7?^fCo Z.(D^t 
*5feF!j3 9 {ftlfiimigitil (A I M V) ^ffl(.ifeLAK«fflJ3ai§*l^lc43lt^t£^ 

jg^^oays 

I. A¥.m^^m^\z^n^mm^mn^^xsmim<Dmmmm^m:k^mmz 
'^mm^^<Dmmmmti.x 0 . s x i o « c e i i s /mh^^m x i o 

« c e 1 1 s/mL^^^L7to lg«4 B bT. 0. 02 5 

8 8 
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X 1 0 ^ eel Is /"mh^J^ZSO. 0 5 x 1 0 ' c e 1 1 s XmL^n^VTc 

o mm?. 9:fe.taci iBB(Dmixmmmmtvx. o. 2xio«ceiis 

/mL43j;tJ^0. 5 x l 0« eel 1 s ymL^Wi^l'tio TfE^3 9-1 lz± 
^39-1 



mMMM/^i^ — >l 0.500 0.025 0.2 

ifflliaig^/^^' — >2 0.500 0.05 0.2 

mmMS^/'^^ — >3 0.500 0.05 0.5 

ifflMSA'iS' — >4 1.000 0.025 0.2 

mMmM/'^^' — >5 1.000 0.05 0.2 

mmMS.ni^—>6 1. 0 0 0 o. os o. s 



*mMmS. (X 1 0 « c e 1 1 s /mL) 

(1) inh hCD 3Jn:#:*5cttKFN7^^.>^>h@^^b 

m^^thfco t-^*D"^ 2 4 5^«fflfls^«-^i/-h{3tn:t hCDsiri^ mmm.5 p. 
mizj,tmmmi\zmm(Dy^y'n^^^>yy-^^>h (ch-2 9 6) ^mm 

m2 5 p. syTnLii:fSi^^^lzmtMVr^o MMtLX. CH- 2 9 6 ^^JPbJ^j: 

tco mmmmizu^n^(Dmmmm^iE>iji\ihcD 3mi^ • ch- 2 9 e ^^ts 

PBS&®^8l^*1^, #':7x;WS:PBS"e2lHl, R PM I igflfiT 1 m^^L-^H 

(2) LAKmm(Dmm:ia^zsmm 

l%©humanABjfii?*§^trAIM V lcm^i^A°iS'-> 1 . 2*3j;tK 
3T^*t"^IZ:J)'tiO. 5xio« eel I s XmL tU^<i:^\z. mmM^/^ 
^ — yA. SiSckCJ^eT^aH-^K^Jil X 1 0^ c e l 1 s /mL tfj:-5ck5 

8 9 
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S^i^m^ityU- ^^tSjTLb hCD 3tn;#:*3cfct>^CH- 2 9 eH^fb^l/ 
- hid lmL/'j7x;l/-r-Q^^, mmmi O O 0U/mLi:;^J:^J;3l' I L - 2 

o i^mmt&^^Z. 3 BSHtil 0 0 OU/mL(DI L-2S-^til%A IM V 
^ lniL/'^a:;i/"rottbfeo 

l§«IH^^4 0StC|IHflga^A°^->l*5j;r/4-ei§«T§K:5^«, 0. 0 2 
5X1 0^ c e I I s /mLtU^^3\Z. ^rzmmm^/'^^ — >2. 3. 5. 
eT^^-r-SEii-^, 0. 05XlO«cell s/mL<h7^j;^cfc5(Cl %hu 
ma nABlflLmSr-^tfA I M VlCcfct)#f^b (^«*;^6mL) . inJhm^it 
bTVi;^^Vil 2. 5 cm^JI9TO«:7^Xn{C^n^'n^bfCo #l2:^{C^liT 
i^a^5 0 OU/mL^i^cC^cte) I L- 2>^»bfc„ 

i§«-r^i2:^{i, 0. 2xio« ce 1 1 s xmL tt^^^oiz. i^rcmmm^ 

/\°d7->3, 6TiS«t"§E:$)-«. 0. 5 X 1 0 « c e 1 1 s /mL <h;^cj:^J;'5 
fCl %h uma n ABifiitt^^tfA I M Vtcj;0^f^b (ftfi«::^6mL) , 
{Blfe@^'fbbTVifj:Vi 1 2. 5 cm='i9fla^^:7 7X3lC-^n^^n^bfc. 
^lr*5ViT^^i^5 0 0 U/mLtfSi^^'O I L- 2 ^^JnLfeo 

3 9-2 (C^T. 
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*3 9 - 2 





m^mibo a smm. 


ii.:ki^mm (.mm) 


MsiSa/t:? — > 1 


SiCD 3 


14 2 7 




irCCD 3 +CH- 2 9 6 


2 6 4 9 




iaCD 3 


3 4 0 1 




KCD 3 +CH- 2 9 6 


3 6 9 1 




in:CD3 


7 4 9 




KCD 3 +CH- 2 9 6 


2 5 0 8 




iaCD 3 


2 5 6 




iaCD 3 +CH- 2 9 6 


4 3 6 




trtCD 3 


10 9 1 




irtCD 3 +CH- 2 9 6 


117 9 




S:CD 3 +CH- 2 9 6 


4 7 6 



^3 9-2\zm-^n^.i:o\z. mmrMmii^z^mim\zm>xm^ (Dmmm 

CD 3ifii^(D^iZ^^mm titf^VXCH- 2 9 6 ^^ZStHCD S^mz^lO 

^mmmi^mi5^zsmixm(DmmmmizMvx. ch-2 9 6\z^r>mm-r^^ 



mmm4o mstmrnm (aim y) ^mi^xmmLrzLAKm^mm^iz^ 

(1) i.AKmm<Dmm^^Tsmm 

mmms 9 tmm<Dy7mxL AKmm^mm • mmLrz.o 

(2) LAKmmiz:i6n^cD8m]^mmmm'^mitmo)mm 
mmm4- (2) tmm(D:^mxcD8m^mm<D^^m^m^Lrzo 

^4 0 tC^fo 



9 1 
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S4 0 





1-1- -w hh4»A r~t in 


TN o ff B JjL. ■&nri nfa >a^. -j^ nfc» / ny \ 


SstOft^^Mf^ jtT J 1 

mmmm./^^ ^ l 


in. u "J 


O O 




taCD3+CH-296 


6 3 




laCD 3 


6 2 




InCD 3 +CH- 2 9 6 


7 3 




trtCD 3 


7 1 




JaCD 3 +CH- 2 9 6 


7 5 




InCD 3 


5 6 




laCD 3 +CH- 2 9 6 


7 0 






6 1 




in:CD3+CH-296 


7 0 




^CD3+CH-296 


7 6 



S4 OtC^^n^J^OlC, ^«Mm:feJ:J>'^f^^tC*3ViTa>JrOifflM^T 
3!n;#:c7)^{3j:^fiM) i:J;bl§ LTCH- 2 9 6^J;tKiiiCD SJa^c^^ct 0$iJ^ 

Lrz.m\zi5\,>xmm^<D-L AKmm^\z^n^ cos ^'itiaiia^w^^iii < m# 
mmmmizMvx. ch-2 9 6\z^r)mm.-r^^t^z.i^o. m^-^^^z-LAKm 

m^^mxmmvrzt^(Dm.±^mm\zR\^tmm^mmhrzo 

mizLfz^^ (mmmmm^^. rcrzLmm^mitmm\zitmi'Tm^< 1 . s 
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1 - 1 {z±m^m'T:(DmRmmmmm^j;^zsmmmm^^'ro 



m.4 1-1 













14BB 




17 aa 


jg« 1 0 a a 






^(x 1 0 « c 


0. 


3 3 3 


0. 


0 5 0 


0. 


100 


0. 


1 5 




e 1 1 


s /mL) 




















mmm 


S(X 1 QBc 


0. 


2 6 3 


0. 


0 2 4 


0. 


0 4 8 


0. 


0 7 2 




e 1 1 


s / c m^) 






















m (X 1 0 « c 


0. 


3 3 3 


0. 


0 5 0 


0. 


18 0 


0. 


8 9 3 




e 1 1 


s /mL) 




















mf&m 


^ (X 1 0 « c 


0. 


2 6 3 


0. 


0 2 4 


0. 


0 8 6 


0. 


4 2 9 




e 1 1 


s / c m^) 


















mmm • 


mmm 


^ (X 1 0 c 


0. 


3 3 3 


0. 


0 5 0 


0. 


1 3 


0. 


3 8 




e 1 1 


s /mL) 












































S (X 1 0 « c 


0. 


2 6 3 


0. 


0 2 4 


0 . 


18 6 


0. 


5 4 3 




e 1 1 


s /c m^) 



















(1) irih h CD 3K^*3J:0;fn:7^^'^> h@^^b 

mmmzumMmnzmm(Dy^yu:^^^^yy^^^>h (ch- 2 9 6) ^ 
nmm2 5 UL gymLtfji^^^izmijnvrco mmlvx. ch- 2 9 6^^5p 

tco mmw.m\zitz.n^(Dmmmi-^^^m\ih CD smi^ • ch- 2 9 e ^^ts 
PBS^^^l^^^, ^':7x;u^PBS-e2iHi, RPM I Jgifi-eiiHi^#b#^ 
m\zmvrco 

(2) LAKmmomm^^tsmm 
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1 %C7)h uma n ABlfiltf ^"^tf A I M VtCO. 33X10 

« c e 1 1 s xmLtrj.^^oiz. mMmi - (1) 'vm^vr:iP BMc^mm 

t hCD 3tn:^:feJ;tXCH- 2 9 6 H^'fby l^- h 3 mL/'':7x;i/ro^#, 

5 %co2 4^ 3 7x:x^mmi^rc a^mo a a) o 

^mmPhWi4Bm\Z^mmK^th. O. O SX l 0« c e l l s/mLa:;^: 
^cb^ fcl % h uma n ABifiitS^-B-tJA I M VtrJ:«9#IRL mMMiz6m 

L) , 'fBrt>@^^i::UTt^i;^cCVU 2. 5 cm^m^«:7^xn{c:^U^Co 

{C*5ViTi^^gS5 0 0U//mL<i:fcJ:§cfc5 I L - 2 ^E^JlBL/^S:. 

^#^^6^7 B@tC«, #®iS«K:5>«0. 1 x l 0« eel 1 s/mLifj: 
^ct^lC. i^jiijglt^lS^fiO. 18X10^ eel 1 s/mLi;^j;^J;-5{Cl 
%humanABjfiitf^'^trAIM Y\z.kK>m$iL (lt»*;*c6mL) , {BJt) 

H^^bbTv^j^vi 1 2. 5 cm'm^^my^:^:=i\z^vrco *fc, iSliS • i« 

^S^^KrJ^t^O. 1 3 x 1 0^ c e 1 I s XmL tf3i^<k'0izi %human 
ABifatf S^tTA I M VtCJ;«9#f^b (?taft;^9mL) . M^H^'fbbTVi 

5 0 OV/mLttSi^^^ I L - 2 S^iBLi^Co 

^mmW^ 1 0 0 g (CH, ^ji^^K^J)'^ 0. ISxiO^eells/'mL 
tU^XoiZ. i^tiSl§«K^«0. 893X10« eel Is /mL <h7'j;^cl: 
5};: 1 %h uma nABjfiLtff^-g-tfA I M V{Cj:D#fRL (M*«;^6mL) 

, i^^mMitvxi^ta^^i 2. 5 cm'mmmmy^:^::i\z^Lrzo sfc, 

m • ffi^Sl§«IS5^^iO. 3 8X 1 0^ e e 1 1 s /mL t;^j;'5ck 5 (Cl %hu 
ma nABJfiLffl^-at^A I M V id ct 0 f&l/^ b (f^a*;^9mL) ; jSjfcH^'fb 
LX\^^U\^^2 5 em2j|fflJia^«7^;^nS:5i:TfcfeO{C^b;to =&K^^{::*3 V^T 
i^iiSS 0 OUXmLiiU^^O I L - 2Sr»b:fe. 
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¥i^(0^^m^4 1-2 tC^-To 



*4 1 - 2 













tixCD 3 

iixCD 3 +CH- 


2 9 6 


6 0 1 

2 3 2 5 




JfCCD 3 

JaCD 3 + CH- 


2 9 6 


112 
113 1 




feiCD 3 

JaCD 3 + CH- 


2 9 6 


2 15 
13 0 7 



^4 l-2\z^^n^^o\z. ^M^«K53^^§Vitti^aS^«K5>a5§v^i 

^»J4 2 (SlfiLtf igttl (A I M V) <£fflViTi^«L}^cLAKiffl)!g^ffl4't3:fe 

(1) L AKig)3acD^»*5d:D?lg« 

IIWJ4 1 i[^^(D:5rr*-irLAKm<Sr^S • lg«LfCo 

(2) LAKmiC*3Jt^CD8^'l4ifflJ!g«ffl^Wit^0SiJ^ 
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4 2 







CD8I1 




im (%) 




iaCD 3 

iixCD 3 +CH- 2 9 6 




5 3 

6 3 






titCD 3 

fiiCD 3 +CH- 2 9 6 




5 5 

7 2 






jnCD 3 

JnCD 3 +CH- 2 9 6 




6 3 

6 5 





^4 2 tc^$n^J^'5tc, ^ilJg«lK^ab-5Vifiii^SS^«K^^*^t/^«i«^i 

mmm4 3 i&skmmm (aim v) ^m\^^rchAKmmmm^iz:isif^iu± 
mmm<Dm\^ (stmrnmox. o. 15%, 5%^o. 1%) 

L AKiBfla^*tc43ViT 1 mica OmL^^fjfil-r^i, ^'cft: 1 5mL(D]kmA^ 

u±^m^xLAKmmmmmz:i5\f^skmmm(DBm^mm^hrzo 

J^«W$fel^{ChumanABllii?t50>'O%, 0. 1 5 V^Ji 5 %^n-6n^ 
^tl'SE^i^^aS^bfc. ^^iS©h uma n ABlfatf ^^-^tfA I M VtdO. 3 
3X10^ eel Is /mL tti^^o\zmMM 1 - ( 1) TiiML/cP BMC 
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ig#I^^M^4 B 0 %, 0. 1 5 % h uma n ABjflim ^"^tf A I M W 
mmLtcK^lt. m±0. O 5 x l 0« c e l l s ymhtU^^oiZ. 
nO%^-5VittO. 1 5 %h uma nABjMffi ^-^tTA I M ViZ^D^^V, 

Pi^m^iti^xi^ur^^i 2. 5 cm'mm^my^xnizmm^^^^Lrz mm 

2. 5mL) o 5 %h uma n ABJfil?t^^^^A I M VTi^^U^cK^fi. 0 
. 0 5 X 1 0 « c e 1 1 s/mLai^cC^cfc'^lCO. 1 % h urn a n AB Jflltt^-^ 
tPAIM VlCct (?^»6mL) , 'fBl%)@^fbUTVi;^j:Vi 1 2. 5cm 

'mi§«7^Xll{C^L;^c. #E:5>(C:fel.iT^M5 0 0 U /m L T^J: § ct 
I L - 2 ^^;!jpU^o 
^^M^7 0S{C«O 0. 1 5 %h uma nABjftimSr^tfA I M 

mmi^rcK^\t^n^nmM^(Dskm^^tsAiu v\z^k)o. iixio« 

cell s /mL i:7:j:§i;^{C^IRL., PIhm^itVX\^^ti\^^§iL^^ 2 5 cm' 
mJ§«:7^7.n^5iTfct)©fC3^bfc: 2. 6mL). 5%hum 

a nABjMtf ^-^tfA I M VTm^l^fz^^\t. 0. 1 % h um a n AB jfiitf 
^-^tfAIM VlC<fcOO. 1 1 X 1 0 « c e 1 1 s /mL tT^K^cta {;:#f^b 
, fBjfe@^<bbTVifcJ:l'iiTb(/^2 5 cm'mmi^my'y7.n^iLTr^%(DlZ^h 

Tc (mmmizi2. emD , ^K^izm^xnmms o ouxmLtr^^^o 

I L - 2 ^»Lfco 
ig«IB$&l 0 Bi{C(iO%, 0. 1 5%huma nABlfatf^-g-trA I M V 

x'mmvrcim^i^^n^nmmi^(Dstm^'^tsAiM v{i=tDo. 22x10 

« c e 1 1 s/mL<h;^d:^J:-5lC^JRL, HfeH^'fkUTV^^^jl.iilf bV^ 2 5 cm 

mmmmyyxn^iLxrch(D\z^vrc mmm±i2. emD o 5%hu 
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ma nABitm^^tSAlU W^mvrc^^t. 0. l%humanABjfiL 
m^^tSAlU ViZ^KiO. 6 X 1 0^ c e 1 1 s/'mLt?^-5J;-5{c#|l^b 

tc (.mmm±i2. emD , ^^mz^\^>xwm^so ou/mi^tt^^^o 

I L - 2 ^^JlPL^o 



84 3 







m 


(mm) 


0%A I M V 


KCD 3 

SiCD 3 + CH- 


2 9 6 


2 5 
3 2 2 


0. 1 5 %A I M V 


irtCD 3 

KCD 3 + CH- 


2 9 6 


4 2 
19 7 


5%-*0. 1%AIM V 


KCD 3 

KCD 3 + CH- 


2 9 6 


1 7 5 
3 5 3 



mi4 siz^-^ti^^'oiz. ^stmrnm^^/vTcAiM Y^m^m^^xoLA 
Kmmmm\z^^^x. \^^-rn<D]kmmmm^\z^\^^x%. Mmm (mcr>3mw 

(D^lZj;:^mm tit^LXCH- 2 9 6 ^J:t/JriCD 3 tri'f^tCJ; DML^cl^ 

\z:$5\,^xm^^m.j^i^mm^m^nrco ruio^. s omLmsk^m^iyrcMmm 

miZ^n^'LAKm^^miZ:^^^X. CH- 2 9 6 ^BctrJ^taC D 3 ta^rlCj; 

^fc. z.(Dt^(Dmm\z^n^mmitmmm''m^'S.x$>Ki. cH-29 
exmm-t^^tizjzK). z.tD^ot^^^nzm^x'h. m^f)^izm^^w:,izmm 
mx$>y). CH- 2 9 6(D^^'i4*t^.86e.nfeo 

^mm4 4 ^!kmmm (AIM v) ^mi^rc'LAKmm^mj^\zii\^f^ti:± 
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, 3%^0. 5%-^0. 2%-^0. 2% (**|Jg*l^*i^¥a) , 3%^0. 5 
%^0. 2 0. 0 5%) 

human AB skmmmit^mmihmit 3 %x\ mm4Bm\zi%$>^^^to 
. 5%humanABjfii?*&^tfAiM vmmxmm^^^T^m. mm? B 

§{'0%, 0. l%a^^V>ttO. 2 %h uma n ABjfil?f ^"^t^A I M V^Jti! 
Xmm^^^-r^U. i^mi OBBiZOX. O. 05%fe-5Vi(iO. 2%hum 

a nABjfiim ^-g-tfA I M vmmxmm^^m.t^m^'tti'enn^Lrco t 

tB^4 4- 1 ('±|3A°^->^^-ro 



^44-1 









jg«iifl^4 as 






Mii^l 0 BS 






> 1 


1 % 


0 % 




0 % 






>2 


1 % 


0 . 1 % 




0 % 






>3 


0. 5 % 


0. 2% 




0. 2% 


jfiLttii 




>4 


0. 5% 


0. 2 % 




0. 0 5 % 



3 %Oh uma n ABlfil^^'g-tfA I M VlCO. 33X10® eel Is/ 

mh^iu^^oizmmmi - (d ■m^L.rcPBMc^jsvift, *»j4i- 
(1) •vmm.vrztfi\^hCD smwm^it^u-h. ^rc\tm\i hcD 3 m.^^ 
a;r/CH-2 9 6@^>(b7'k-h{c:3mL/'^x;i'f -o^^, mmmi 0 0 ou 

/mLi;^§d;5{C I L-2^»L/feo ^n^(D^U— 5 % CO 2 4" 3 7 

mmmPhm4BBizsSKmmm/-^^->ii^^U2X'i^mt^^^it. o. 05 

X 1 0 * c e 1 1 s /mL tfjiS.fc'PlC 1 % h urn a n ABjfa?f ?£"^tfA I M 
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:7^xr]{c#b^Co jfiimjiSA°^->3*5ckiX4TJ§*f o. 0 58 
X 1 0^ eel 1 s /mLi;^c^J:5tC0. 5 %h uma n ABlfiiffl^-^tyA I 

i^mmth? B^izit!SD.mmm/-^3^->iT'mm-r^^^it. o. 2 8xio« 

cell s/mL^;^'5<fc-5{ChumanABjfil«^^S?5:ViAIM V\Z^K> 

^mv mmi2. emD , ^fcifiiM?i^/N°^->2T^«-r^K5>tt. o. 

2 8X 1 0^ c e 1 1 symLtf^^^oiZO. 1 % h uma n ABjMtf ^^tr 
AIM VtCcfcO^i^L (^»12. 6mL) , M'feH^^bLTVifcCViif bV^ 2 

^:kZS4-^^mm-t^K^\t. 0. 4 8 X 1 0^ c e 1 1 s/mL<h?'cj:§J:-5}rO 
. 2 %h uma n ABifiLtt^^tfA I M ViZ^V^^L mmi 2 . 6mL) 
, H^)@^'fbbTVi?^V^iTLVi2 5 cm'm^^^y ^::^::i^iLXrc%<D\Z^L 
Tco ^^^\Z^^^xmmm.b O QV/ml.tU^^^ I L - 2 ^^Jnbfco 

0 agl;ittjfiltfa^A°37->143j;tK2-eit«T§E^i'^i, 0. 5 
1X10^ eel Is /mL i:;^j:-5)ck'5{Ch uma n ABjkM Sr^^T^Cl^A I M 
VICJ;^^!^^ (1^*12. 6mL) , Mt)@^'fkbTVi;^Viif bV^ 2 5 e 

. 0. 839X10^ eel Is /m 'L hU^^o\ZO . 2%humanABjfil 

m^^tfAiM vicfco^f^u (i^«i2. 6niL) , ^fcimmm/'^-^ -> 

AXm^'t^^^\-ts 0. 4 3 X 1 0« c e 1 1 s/mL t75:^ck-5(3:0. 0 5 
%h uma n ABjfiim^^tJA I M VtCj; Of^H^L (1^*12. 6mL) , M 

'&@^'fbbTVi;^cJ:V^iTbV^ 2 5 cm'm^^^y ^ 7.n^\LXtz%(D\Z^n^n 
J^bfco &E:9-lC43ViT^iiS5 0 0U/mL,i:>^cC§cfc3 I L-2^^JnUfco 
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5pl^©a-^^^^4 4-2 (C^To 



^44-2 







tk:kmmm (mm) 






1 8 2 




taCD 3 +CH- 2 9 6 


4 2 5 




mCD 3 


1 9 5 




JaCD 3 +CH- 2 9 6 


4 3 0 




mcD 3 


1 0 1 




^CD 3 +CH- 2 9 6 


2 4 2 


jfiLttiiiS/^^->4 


tnCD 3 


19 0 




jaCD 3 +CH- 2 9 6 


4 16 



m^(D^\z^?>mm titmvr CK- 2 9 e^jzxsmcD smmz^rjmmi^ 
mmmiz^n^'LAKmmmm^z:id^^x. ch- 2 9 6:fej;c;?tn;cD 3^#:{Cci; 

mmit^mm' Mm^&x^^. ch- 2 9 exmB-t^z-t^zj^rf^ :i(d^^u 

0k^T\Z:^^^X^. mi^^^\zM^^t}::ki^mmxhK}. CH-2 9 6(DW^tt;^>5^ 

mmm4 5 ji^skmmm (aim v) ^m\^^TcLAKmmmmmziiii^w:.± 
(1) LAKmmommii^zsmm 

mmmsG- (2) iimm<D:^mxLAKmm^mm'i^mhrzo ^^^^m4 
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5 tClTK't'o 



S4 5 



ssumms. ' mm 


tr[CD3±CH-296 


±B«BigC 


7^ yp^i7 5^> 












(mm) 


1 %A I M V 




1 5 B 


MM (FN f r#@^^t) 


X 3 2 7 


1 %A I M V 


4 BFbI 


1 5 B PbI 


CH- 2 9 6 


X 5 6 6 


1 %A I M V 


6 BFfl 


1 5 BTbI 


Mm (FN f r#@^^b) 


X 3 7 1 


1%AIM V 


6 BF^ 


1 5 BFbI 


CH- 2 9 6 


X 4 2 5 



S4 5 lC^^nSJ;-5lC> -(gjgS (1%) OJftlm^^^fc*M (AIM V) 



mmm4 e mm^mp BMc^^isBE^skm^mmm^m^^rzL AKmmmm 

(1) PBMC©^J^il43J;t)f<l^# 

icol 1-paque (y r )V'^->T^m) ^izMMiyXS 00XgT20^ 
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(2) tfLb bCD 3K#:4oJ;t;FN:7^^^>MaS<b 

5- (1) iil^fillcmb hCD 3*jti*:cfei;lKFN:7^^p^>h^05£{bLfc. ■ffi 

xn^PBST2iii, AIM vmrn-x: imm^i^ ^mm\Z'mvrc, 

(3) LAKifflfla(D^*i3J;r/^« 

0. 5%SBJfilil^^tyArM V (JEATO. 5 %eejfillBlA I M V-hBST 
) ICI X 1 0« eel 1 s ymLt^^^o\zm:mm4 6- (1) Tai®»b;ttr 

m^MF BMC ^mm'i^. mmm4 6- (2) -ri^MUActritihcDs^^cH^ 

-fby^xn, ^fc^Jrit: hCD 3Jn;#:43<tU^'FN f r H^-fb^' 77.3 (c 3 mL/ 
:7^X3-r oMl^«^^An> mmmi O O 0U/mL<i::^j:^J;-5tC I L - 2 
Sr»Lj^. ;in^©:7^xrrSr5%C02 "4^3 (^*O0S) 
o ig^W^pt^ 1 S gJ-^^ 1 0 0 0 U/mLCD I L - 2 ^^tr 0 . 5%SejfilltA 
IM V^TmL/^^Xn-ro^SPLfc. i§«li^^4 0 g lC«lg*^^#I^> 

ajfil^l^AIM 2 OmL/A^>^TottL. «S 5 0 0 U/mL iiT'cj:^ 

i'L-2^mMi^rco mmmitb6BB\zito. 5%gsjfiLit/AiM 

3 OmL/';\*^y ^I^To^iJPL, ^m^5 0 0 U/mL t^^cS J; 5 I L - 2 ^^iP 

LTco mmmi^'i^8BEiz\-immm(D~m^m'^f^m.Lrc^. is^^m^iti^ri^^ 
fj:Vi8 5 cm^ mm^mmcOz :»:^mmw^y^ (^y^-^-^^ h/'^y^^rc 

fiX-F o 1 d/^y^) H#U, i^a^S 0 0 U XmL tfSi^ ^"d lL-2^m 
rnhfcc mmmtthl 1,13 Bitc:ti*|?g^5 0 OU/mLiJ^^J^^ I l - 2 
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-r. 



«4 6 





P BMC 


















0. 5%gejfil^A I M V 


A 






X 2 2 








(FN f r^mmt) 




0. 5%@ejfiLlKA I M V 


A 


1 5 


CH- 2 9 6 


X 2 5 9 












0. 5%gSjfe^A I M V 


A 


1 5 ara 


CH- 2 9 6 


X 3 6 0 


• X-Fold/N'y i?* 










0. 5%gBifiLMA I M V 


B 


1 5 a PbT 




X 3 4 








(FN f rl^S^fb) 




0. 5%gBjflMA I M V 


B 


1 5 Bm 


CH- 2 9 6 


X 4 3 2 












0. 5%gSJfillliA I M V 


B 


1 5 Bm 


CH- 2 9 6 


X 3 6 0 



• X-FoldA'y if 



^4 6{;i^$n^J:^(C, iSiSS (0. 5%) <D^H«2r^^fcig^ (A I 

^* ^ ll^-er t)i±7t L A KmB§J»?;3^ § :7 ^' :/ D ^ 5^ > 7 ^ ^ > h ^ 
\znm. \z^m ^ ^ ^ii^hfs.'Dt^. 

7 iT]P^8lPBMCfeJ;t>'eB«^^i§m<&fflVifeLAK^ia*ffl 
't'tCi^ttSCD 8llMflai:b^(DlpiJ^ (0. 5%gB«^^t^AIM Vlgite 
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mm) 

(1) LAKmmo^mmi^j^zj^mm 

mmM4 6- (3) tmm(D:^mvLAKmm^mm-mmLrzo mmmthi 
ssgfc^WH- (2) t mmo:^mx- CD 8 m^mm(D^mm^w\^hr:io 

skmmm • mm ' mumm pbmc *g«B^ :7^':/D:!^i?5F> cd8Mih4 
0. 5%gaifiiiiA I M V B issm Mm (f n t r $m&<t) 45. 0 

0. 5%ge«AIM V B 15BPb1 CH- 2 9 6 8 9. 8 

0. 5%gaifiLSlAIM V B 15Bm CH- 2 9 6 9 0. 0 
• X-Fo imyif 



^4 7 (c^$n^j:aic. mmm (o. 5%) coeB«^^A>fcM (ai 
^(Dmmiz^iE>'rL AKmmMm^ocD 8mmm^itmi!}^M\^^o z.(oz. 

mmm^ s iT]P5^giPBMc*5^tjjgB«^wM^fflVi^cLAMM« 

(1) ^ih hCD 3in:#:feJ;r;JFN:7^^^>h@^{b 
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5- (1) tmmiz^\ihCD3mi^^^zsFNy^^y^yh^m^itLrco ^ 

m\S.miz\t:in<b(Dmm^Mt^<^tn.i^ • FN f r Sr^tfP B s €r^S^, ^:7^ 

(2) LAKmm(Dmm^^xsmm 

0. 5 %gBjfilM^^trA I M V (JJ-ITO. 5%SE«AIM VtBg-T 
) tCl X 1 0 « eel 1 s/'mLtti^^oizmmm4 6 - (1) tmU(D:^^ 

D 3irL#:@^{b:7^X3, ^fc^trik h C D 3 jn#4o J;r/F N f r S^'fL^^X 
nlC3mL/7^XZir^mM^^An, ^a^l 0 0 OV/mLttS:^^ 
L - 2 ^Sr^JPUrCo ;ine.(^7^X3Sr5%C02 1^3 7Wmmvrz. ( 
*«OBa) o ggfCtJ 1 0 0 OU/mL© I L- 2^'^tf 0. 5 

^mm^mhm^iti.x\^^u\^>8 5 cm^ iaia^^fflcoa ( 

2 iS7.mT&mny^ i:t'f'r^-^^ h/'^y^) iZ^L. 5 0 0 U/mL i 

fji^^O I L- 2 ^^iPL;^c„ mmmttbl 1,13 B@(C«^iiS5 0 OU/m 
LtfJi^Jzo I L-2^WL;'t. 

|ilil(::4 0@ST^*L;fei^«iS^£Ht)0^{l:bTV^fj:Vi i 8 0 cm^ 
mm^mmCO^ iS:^mM\^^'<y^iZ-'^ (l OmLft'TmL) ^Vr^iW:. 0. 
5%SElfilPgAIM 5 8mL//^~>y ^T^'D^.Snb, I^^IS 5 0 0 UXmL 

t^i-Sck^ I L- 2 ^^jpLfdo mmmi^eBm\z\to, 5%SH«/AIM 

V^£6 5mL/A:yi/-ro^JPL', l^liSS 0 0 U/mL J; 5 I L - 2 
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11, 1 3 Bi{C«^IS^5 0 OU/mLtfcC^cto I L-2?&^JPb^Co ^(D 
l^l^#^$^l 1 SSJCO. 5%gSjftL«/AIM 1 3 OmL^jjp-r^l^fe 

o 



«4 8 


ssammm -mm -mm 




1 1 BS 
































0. 5%gBlfilSJA I M 


8 5cm2 








X22 


V • ir r^'^i\)-< 








(FN f rlNS^^b) 




0. 5%gBjfiiaj|A I M 


8 5cm2 






CH- 2 9 6 


X259 


V • trT{fsW')r 












0. 5%gSlfe^A I M 


1 8 Ocm^ 






CH- 2 9 6 


X473 


V • it n^sm v^)' 












0. 5%gaifiL9lA I M 


1 8 OciD^ 




15 H Pel 


CH- 2 9 6 


X911 


V • il'ymWvV 













^4 8 tc^$nsi;5{c, |g?^^ (0. 5%) <7)SBJfil0^^^7^c^t^^^ (A i 
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mmm4 9 mm^mF Buc^^u^^^issLm^m^m^m^^rcL AKmmmm 

4't::*3tt'5CD 8l^'l4mJt^0« (0. 5 %gB«S:^tfA I M V^Hi! 

mm) 

(1) i.AKmm(Dmmi5.kzsmm 

mmm4 8- (2) tmm<D:^m-vLAKmm^mm - mmvrzo mmm^bi 

^m^^4 9 izmTo 



«4 9 



skmmm -mm -mm 




1 1 B 


mm 




























(%) 


0. 5%gaifilMA I M 


8 5cm2 




ISBPbT 


MBS 


37.4 


V • Vf'(^ni\'v!^' 








(FN f r4¥m^it) 




0. 5%gaifilMA I M 


8 5cin2 




15BW 


CH- 2 9 6 


7 0. 0 


V • ■!trf'(^ni\'''j!>' 












0. 5%gSlfeStA I M 


1 8 0 cid2 




15BFbT 


CH- 2 9 6 


5 6. 2 


V • 












0. 5%geifiLMA I M 


1 8 Ocm^ 


$.0 


15 0Fh1 


CH- 2 9 6 


5 8.4 



^4 9 ic^$n^j;3{c, i&mm (o. 5%) cDgBifil9g^^^fc^§i^^i (ai 

m^y^ommmm • • **ii^iteMtcj:e>-rLAKifflis*ai4'c7)CD s 
mmm'\i]tm^m^\ c(DCL^^^^y^yn^-^^^>y^^^yhui&mm<D 
itm^^/vrzmm^m^^T<Dmmmmmyy::^^:i^^z^mmmmmco2 -^y^m 
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mmmzion^mmmm^'ii(Dm^ (0. 5%gB«^'B-tfAiM vi^m- 
m) 

(1) hAKmm<Dmm^^zsmm 

(2) mmi^rz.LAKmm<Dmmmm^m(Dm\^ 

mmmzs - (2) tmmoi^m-v^mmii 5B^<DLAK(Dmmmmm^^ 
mimvrzo ^;^^^5 0{c^To 



0 



stmrnm • mm • mmmmm 






E/T 


mmmm 

K562 


mmmm 

Daudi 


0. 5%i5lfillKA I M V- 


1 5 H r^T 


mm (FN f r 


9 0 


5 0. 


9 


5 6.2 








3 0 


3 2. 


9 


4 9. 6 








1 0 


1 6. 


9 


3 5. 7 


0. 5%gaifil^A I M V- 


1 5 Bm 


CH- 2 9 6 


9 0 


7 5 . 


9 


6 2. 3 








3 0 


4 8. 


3 


5 3. 7 








1 0 


1 9. 


6 


4 0. 2 



^5 0 (c^$n^cfc-5(c> i&mm (o. 5%) oge«^^^fc^^te (ai 
^^m.^^iD^rzLAKmmmmmM\z^y-(yti^^^^>yyr/f^yh:^m^ 

m(Dskm^^/vrci^m^m^^x(Dmmmmmyyxn^^zsmm^mmco2 ^ 
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mfc*5tt^it;^i§»cDiij^ (0. 5%sBjfiiii<&#tfA I M vm^-mmm 

(1) trik hCD 3iri:^43J:tXFN7^^^>Ma^'fb 

i^-fon^^T^ffl-r^^*^^ (2 5 cm^ mmmmmy^TsU) \zmmm^ 

5- (1) ilWI^t^cirib hCD 3in:#:*3cfca?FN7^^p<>h^@^lbbfco 
fflittuiC«^n6(D^«g|*J;{>^e>in;^ • FNf r ^^tfPBS^I^*^, 
;^3^PBST211I, A I M V^mTllHl^#ba-ll®^lC#^b;fec 

(2) LAK^flScD«l#43cJ;tJfl§« 

0. 5 % gHrt^-^tfA I M V (^TO. 5%gSMfAIM V,hBI§T 
) (CSXlO^ cell s/'mL<i:7S:^<J;-5tC (;fc^cb, ^mUWL<Dmm\^^ a. 

bJ^cirP^ilPBMC^Sl^^, ^»J5 1- (1) Ti^|SIL;^cin; t: h C D 3 in! 

^Xll, ^/r^mt: hCD 3K#::teckr/FN f r El^^b^ 3 3 
mL/:7^X3-r'OifflM^|g^An> ^iSmi 0 0 OU/mLtta^^oiZ I 
L-2Sr»L;/bc Jin^0:7^xnJS:5%CO2 "t" 3 7 r-rit^Ufc (ig«0 
BS) , B@(c:(il 0 0 OU/mLcD I L-2^^tr0. 5%gB 

^(BjfeH^ibUTi/ij^cvii 8 ocm^ mm^mmco^ is:^m'M^/'^yi^iz~u 

( 1 OmL^^rmL) igJLfc^, 0. 5%gB«AIM 5 8 mL/A*^;/ 

iJfTo^jljPb, i^ii^S 0 OU/mLi75:^J;-5 I L- 2 ^»U/cc 
601tC«O. 5%Se«/AIM V^6 5mL//^~^7^^To^Jnb, 
^5 0 0U/mL<h;^j:'5J:^ I L-2^^SPLfco 8 0 @ 
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I L - 2 ^mrnvTzo mmmt^i 1,13 satc^^iMss 0 ou/mL 
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if^m.^^t)'^rc-LAKmmmmm\z^y^^u:^^^^>y^^;f,>h^m^ 
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m^mv^x0m^^mmy^7^:ni^^ zsmmmmm c o 2 :^ 7. sii^; t y ^ m 

'^\z:^^f^cD sm^mmitmm]^ (0 . 5%gsMji^^tyAiM vm^- 
(1) LAKmm<Dmm^^zsmm 

mmmsi- (2) tmm<D^mxLAKmm^mm'mmvrco mmmphi 
5Bmizmmm4- (2) iimm<Dy3m-i:cD8mmmm(D^mm^W!\^i^rzc 

5 2 ic^-Tc 
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%mms 3 <£jfiltfit^ (AIM V) <&fflVifcLAKm^«?^l':fettS I L 

-2Hi7°^- (IL-2R) %^(Dmm^ 

(1) LAKiaSS<Z)i^#:fecbtXi§* 

ftM^Jl- (3) <i:l^^ll(7)::&T4TLAKiMfla^fll[ • Z.(D^MmT 
SitittSr 1 % h urn a n ABJfiLtf^^tJ A I M VJgJtiJC^JgL/fCo 

(2) LAKiiBS{c43^t^ I L- 2 R^^^CDtiJ^ 

IIWJ3- (2) t.nm<D:)5m'T:. i'L-2R^Mmm&m-^mm^m'^\>tc 

L-2R^^^ (%) tS^T^o 



S5 3 









I L - 2 R^fiiS^ (%) 
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MM (FN f rl^H^-fk) 
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(1) CH- 2 9 6 N a^;^^i5'37-<Z)MII 
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S2^J#^2 7, 2 8(D^f^DNAy°y-i-^~-(^n^nFrimeT CH- 
2 9 6 N a 1 iiXZSP rimer CH-296Na2) ^fflV^, CH-296 

^m^pi^'-'e$>^pCH 10 2 ^mm\zp cRKjt^^m^. #e.nfcDNA8fr 

it^Nd e I *5J;UCH i n d I I I T^JPg^^Mbfeo ffll^^WHG 9 

/2 7 1 1 m/^yyUy h<DmmM5mMi(Dp C o 1 d 0 4^^^m/'^>yUy 

p C o 1 d 1 4ND 2^^?iS'-^{'^®!L.;/Co pColdl4ND2^i:7i57 
-©Nd e I - H i nd I I I $iJI©»*BP^4JcMSBDN Alfrlt^f^At"^ ^1 
. C oldl4ND2-CH296 ^#;^Co .;^tC> 7^ yo^^^5^> 

omm^-^ H;^'f ><D— a5*i?.C7^^*T^3- HTS c DNA^^T^ P L F 
2 4 3 5^^7^-:&^MlC> gH^J#^2 8, 2 9 O'&^D N AT'^-T V- ("?-n 
^^nP rimer C H- 2 9 6 N a 2 *5i:^'P r i m e r CH-296Na 
3) ^fflV^TF CRM/i£i=&ff Vi, m^tlTzDNAmfi^B amHl:i5^V^H i n 
d I I ITtlPM^^atfc, Z.^Vxn^nrcDNAmin^DCo l d l 4N 
D2-CH2 9 6 S:B amH I :fec!:t>'H i nd I I I TtdlS^mMUfefe^i: 
^-ry->-3 CH - 2 9 6N a^31ffl^/7^-^^f^^b7to 

(2) CH- 2 9 6Na®^^, 

±fB^ilf!l5 4- (1) rmrnVfcpCo Idl4-CH29 6NaSrfflViT 
;^J3illBL 2 l<&?^KiK^b, ^<7)?^M^^#:^ 1 . 5% (w/v) 
^^tTLBJ^M (7>hfS/U >5 0 ju g/mL-^tf) iT^W^itfeo ^^WLfc 
3Dn— $3 OmL©LB?g'»:^iffi (T>h!'>>J > 5 0 /a g/mL^ti) tCfilM 

(B i o t t tt$^) ^^fflb. 1 5 0 r pm. A i r = 1 . 0 L/m i n(D^^ 

xnta-Drz. mtimmmi. i sr^^j^^bfc^, iptg^,^j@^i. omM 
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'^mi^^m'ij'^miz^rfm^. mi^^m(D4i^m(Dmmm^mm [somM t 

ris-HCl (pH7. 5), 1 mM EDTA. 1 mM DTT, 1 mM 

PMSF. 50mM N a c \ ] iznmMLfzo m=^^^mz^omi^^mwi' 
.m'L-'j^mdi, ooorpm 2 0 \z^r) ±m<Dmmmtttmt\Z'^m 

VfZo iin&2L(Dbu f f e r A [5 0 mM Tris-HCl (pH7. 5 
), 50mM N a C 1 ] TM^ff^frVi, -€-CD*tl4 OmL^fflViT^ e.(3-r:^> 

^m^n-^hiz^^mm^&.Tojii^iznfsi^r^io 

•rUtJt>. mm^WzLX l O OmL5>©S P - Sepharose (y^-y 
^A^TJl/'Tv'yaM) ^bu f f e r ATia^n^-frfej^J^A (a>4 cm 2 0 
cm) Sr2pfiib, :inizmmm<DD-y:r)U^7'fy-<hrco SOOmLWbuf 
f e r AH't/'yA^Pc^Vfc^. bufferB [5 OmM Tr i s-HC 1 
( p H 7 . 5 ) , 2 0 0 mM NaCl] , bufferC [50 mM T r i 
s-HCl (pH7. 5), 30 OmM NaCl] , bufferD [50m 
M Tris-HCl (pH7. 5), 5 0 0mM N a C 1 ] (D^- 2 0 0 mL 
^fflViTJiifc;*;^A55>e>(Dj^tB^ffV^ ^10 0mL-r"35)^^Liii^l~6 Srf# 
^-mLfc^m^. 1 0%SDS-PAGElC'^D^c^g^, 5i^^a^7 1kD 
a(DUm^>^'^^n^0'<^ts:Ltf)^^-^^'^rcm^2, 3 (*«j2 0 0mL) ^HI 
iRb, 2 LQb u f f e r ATjgt/f^&ffJ^cCofco 

:k\Z. #|ji^«{cLT5 OmL:^(DQ-S e p h a r o s e (7'"T->^A:7t 
;i/x''>T%fcM) Sb u f f e r Al?t^f0^i±}t±> ^ A (4>3cm 16cm) ^ 

mmi^s ^n\zmmmoD->-:fjv^7y''^^vrco ;^j^a&2 o omLobu f 

f e r A7?j5fe?tLfc^, bufferE [5 OmM Tris-HCl (pH7 
. 5) , 14 OmM NaCl] . bufferB, buffe r C©# 15 0 

mh^m^^xMiz:^ "7 /:.^^^(Dmiii^n^\ m i o omL-r-o^mi^m^ i - 5 

&#^o 1 0 %SDS-PAGE{C#^i;:fe^m, @e9i5^>A^SO^^^<-^t^ 
::<i:3^>^5^55^o}felii5i'l $«J1 0 OmLSrlHliRL, 2L©bufferF [50m 
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M mm-Thv^M^mmm ph9. 5] -vmm^nrsi^rc. 

frVi, 1 0%SDS-PAGET5SISbfci:i5, 7 1 kDa(^@W^ 

>A'^7K*^(5f»-n>KT^m^n, ;in^CH- 2 9 6Na <hbfCo ^(D^ 
. M i c r o B CA^>;/ h (HT-Xtt^) ^^fflbT, ^ > /"^ ^ nmm^mil^ 
hfct:!^. 3. Smg/mLTcbo^c 

5 fgifii«tM (AIM V) ^m\^^rcLAKmmmmmz^\^ir^w:i^ 

mm^oym^ (ik^i^m5%^i%^o%^o%. 5%^i%^o. 05%^o 

. 05%> 3%-^l%^0. 05%-*0. 05%. 3%->-l%-*0. 1%^0. 
05%, l%-»l%-^0. 1%^0. 05%) 

iz mi-xmm ^ b ^ ^ ^n^nm^ l fc. 
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*mmmi^mm: (x 1 o«c e 1 1 s/mD 



5%, 3 %(Dh uma nABJlatf ^^tJA I M V{c:0. 33X 

1 o« c e 1 1 s ymL^t^^jzoizmmmi - (d ■vmmiytcPBuc^m 

m'ik. mmm4 1- CD TlUmU/i^rit hCD3trL#:@^^tyU-H, Sfctt 
Sib hCD 3$i#:43<tlD^'CH- 2 9 6m^ity°U— h\Z 3 mL juJl-f-O^^ 
, i^Ml 0 0 OU/mLtl/^C^io^c: I L-2^»L:fe„ cm^^T'lz-h 

^5%co2 '^'3 7"c-ei^«b:^ (js«o ae) <. 

K^tt. 0. 1 X 1 0 ^ c e 1 I s/mL^T^C^cfc^lC, jfil?»a^/1i5'-> 1 - 
2*3J;t52 - 2T^«T^E5)'fS, 0. 2 X 1 o« c e 1 1 s/niLi:75;'5<i;-5 
fC, jfil?f^gft/tiS^->3 - 2:feckt)?3 - 3T^^-r§E:5^«, 0. 0 5X10« 
c e 1 1 s /mL 1 % h urn a n A Bifii^t<&^tr A I M VfC<i: 

(f^»6mL) , ■|Br>fo@^'fbbTVi75:Vi 1 2. 5 c m^mit^7 ^7. 
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mmmm? BEiz\tikmmm/'^i^->i - ix^mmir^K^it. o. 321X 

1 0 ^ c e I 1 s /mL t^^j:^ J; 3 (C h u m a n A B jfiitf ^^^J^tV^A I M V 
tCJ;D^IRb mmi2. 6mL) , jfiit»MA"^-> 1 - 2 *5ctD^^2 - 1 
mT^^^it. 0. 32ixi0«cell s ymh tf^^ J: olZO . 0 5 %h 
uma n ABjfilM^^t^A I M Y\Z^K>^W.h mmi2. 6mL) , SfeJ&L 

mMm^^l^ — >2- 2:i5^Z^3~ IX^m-t^KmtO . 321X10'^ eel 

1 s/mL^:;^c^ct-5ic, ]Sn.mm&/'^^ -> 3 - 2xmm-r^^^\to . 417 

X 1 0 « c e 1 1 s /mL<i::^J:§ctotC, lfamiSSA^5^-> 3 - 3 Tit^T^E 
^t*0. 2 3 X 1 0« c e 1 1 s/'mL^>^S«i;-5{C-€-tl^'no. l%huma 
n ABjfiim ^^tf A I M VfCj;D^n^'tl#IRU mmi2. 6mL) , #K 

^^ifsjt)@^fbbTv^;^cj:viifbv^2 5 cm'mm^myy7.zi^\Lxrch(D\z^ 
n^n^vfco ^m.^\z^^^xmmm5 o ouymLttii^<ko i l - 2 

mmmihi 0 BE\z^tskmmm^'^^'-> 1 - ixmm-r^mmt. 0. 873 

X 1 0 ^ eel Is /mL i/j:^<fc 5 td h um a n A B jfiiM^^^J'cJ:^^ A I M 
ViZj:K)^^V (mmi2. 6mL) , jfiim«i^/tiS'-> 1 - 2 Tit^'T^K^i' 
«0. 841X10' cell s/mLt7^S.i:5tC, jfil^f ^ - > 2 - 1 

xmm-t^^^ito . 746X10^ ce I 1 s xmL tfji^^^^z. skmmm 

/\'i$'->2 - 2*5j;rJC3 - Ixmm-t^m^itO . 643X10' eel Is/ 

mhtu^^oiz. ikmmm^'^^'->3-2xmm't^^^iti. 214x10 

'cells /mL tfji^^oiz. 0. 0 5 % h urn a n ABjMM^^tfA I M 

Yiz^v^n^en^mi^ mmi2.. emD , pjhm^i\:Lxi^^mmv\^^2 

5 cm^iffl)!Sig«:7^X3$:5iT:fet>0{;:^bfc. S-IK5^'{C:feViTi^ii^5 0 0 
UymLtfJi^^^ I L- 2 
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H - 2 9 6 ©W^tti^^lSJS) e>nfco 
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i^m^(Dm^ ( I L- 2^iS, 1 0 OU/mL-»l 5 OU/mL— 1 5 0 U/m 
0 0 U/mL, 2 0 0 U/mL^3 0 0 U/mL-»^3 0 0 U/'mL^4 0 
OU/mL, 1 0 0 0U/mL->5 0 OU/mL-^S 0 0U/mL^5 0 0 U/ 
mL) 

mmmt^m:i^^xsmi^m\zmn\r^ i l - 2 its^riHS 5 e - 1 (C7i^t-<t o 
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* I L-2mm. (U/mL) 



3 %CDh uma n ABjfiltf ^^t:A I M VtlO. 33X10^ eel Is/ 

mLtr^^^o^zmmmi- (i) xmmLrcFBuc^mmWi. mmm4i- 

(1) 'vmmL^m\^hCD3mi^m^it:fu-h. *;t«lRthCD3ih:#43 

^ZSCH- 2 9 6@S'fb7'Ix-h{c3mL/'^x;i/-r'3*^, i^^ftS 1 0 0 U/ 
mL, 2 0 0U/mLS§V^^il 0 0 0 U /mL tti:^ \Z I L - 2 ^^^JPL 
feo cn'b(D-:fU-h^5%C0 2 4" 3 7'CT^«b;fc (^«0 0@) » 

m^mthWi4Bmi,Z^K^t^. 0. 1 X 1 0« c e 1 1 s/niLi:;^c-g>J;5 
(C 1 %h uma nABlto?S<£^tJA I M VlCJ;0^5^b (IS«6mL) > Mt> 
@^^bbTt/i;'cj:V^ 1 2 . 5 cm^Mflaigft:7^7«:3tc^n^'n^L;^Cc IL-2 
it^/^iJ'-^l tC43t/iTJS^iimi 5 0U/'mL^;5:5ct-5fC, I L- 2^iS7\" 
^ — >2 (c43ViT«3 0 OU/mL<J:75:^c):3tC, I L - 2 M|gn^-> 3 tz^fe 
V^T^iS 0 0U/mLifiSJ;-5t'^n^'tl I L-2 5&^lIPLfe„ 
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mmmttbl BB^Z\t^^^t%. 0. 262X10^ cell s/mL tf^^ 
«t-5(C0. 0 5 %h uma n ABifiLm^-^tTA I M VJcJ: 0#i^b 1 2 

. 6mL) . 'f5i%j@^{bbTVi;5:ViirLVi2 5 cm^m^«:7^X3^a:Tfe 

L^U^^olZ. I L-2mmni^->2\Zi5l>Xit3 0 0 U/mL t/^^ct3 
tC, I L-2^i^A5'->3tC:j3ViT«5 0 0 U/mL i7a:?)ci; -5 t;i^n^ni 
L - 2 Sr^Jabfco 

mmi^l 0 0 g(3«#|2i]'<hfe, 0. 585X10«cell s/mLifcj: 
^d;'5^cO. 0 5 %h uma n ABifiim^^tfA I M VICJ;D#IRU 
2. 6mL) , fBI«bia^'fbbTVi?a:ViiTLVi2 5 cm^m^§t:7^7.n^3ZT 
;^t><Z){c:-€-n-^'ni^Ufc, I L-2JtS/^i5^->ll'*5(.iT«i^iiS3 0 OU/ 
mL <h7'cJ:§J:'5(C. I L - 2 > 2 {C^SV^Tfi 4 0 OU/mL tU^X 

^\Z. I L- 2?tg/N°^~>3(C*5ViTf*5 0 0 U/mL t^^-S J; 5 (C^tl^n 
I L - 2 $:^JnL^c, 

^i^(D^m^^^ 5 6-2 (C^-To 



S5 6 - 2 
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cH- 2 9 6^j:zsmcD3W.mzj:r)mm.'r^^tx\ mcr>3i^i$imnxm 

3 OmLS?jfilT«gJ§«fS»*^l 0 LX$>^:it^m^LTi^D. CH- 2 

9 6xmm-r^^tiz^r). z.(D^^fsi^n'T\z^^^x%. m^^^\zm^^w:izm 
m^x$> 0 , c H - 2 9 6 (Dmn^^-^^f^^'btitco 

mmm5 7 mMmmmiAiu v) ^m\^^xmmvrz.LAKmmmm^\z^ 
^t-i) c D 8 m^mm-^^itm ( i l - 2 mmo^m) 

(1) i.AKmm(Dmmi5^zsi^m 

mmm 5 e tmm(D:^^xLAKmm^mm • i^aurco 

( 2 ) L AKMaSlC*5lt^ C D 8 ^ttJaaflS^ffl-^^Jt^CDSiJ^ 

^»J4- (2) tmm(DyjmxcD8mi^mm(D^mm^mMi.rcio mm^ 
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^5 7 (c^^n-si-sfc, mmmmm. mi^m\zi'L-2mm^M^i^rc^^'T 
n(D^^\z:^\,^xh. Mmm mci)3mw(DPf^\zj:^mm) titmvxcu- 

2 9 6:feJ:y>"in:cD 3ifimz^r)mWil^r-mziD\,^xmmfp(Di^ AKM^fpiZii 
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mmmsa i&^n.m^m (aim v) ^m\^^rcLAKmmi^mmiz^n^u.x 
mmmmwmmmmm^ o. ossxio^ceiis/mL, o. lerx 

1 0« eel 1 s/mLa^§V^«0. 3 3X 1 0« c e 1 1 s /mL (D=§-|K:$^^ 

(1) m\ihCD 3tfii^i5j:ZSFNy^^yf^>hmMit 

y7)VU>^m:) trt t hCD 3tn;#: 5 /z g /m L) ^"^tJPBS^l 

^jpptcJiMii^^ili >^n^>^^>:7^i^pt>h (ch-2 9 6) <^ 

^n^®i§«§§*^^^iaT5i^ppi-r>4^a.^-ht^, ^mm^x4x:x^^h 
tco mmmmizi'i:in(b(Dmm^m^ibtn,\^ h CD smi^ •ch- 2 9 6 ^^ts 

(2) LAKm<D^^:fecfcOT« 

3 %cOh uma n ABlfltf ^-^OA I M VtCO. 0 8 3 X 1 0^ eel Is 
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/mL. 0. 167X10^ eel Is /mL^^V^fJO . 3 3 X 1 0 ^ c e 1 

1 s xmLtr^^^^izmMmi- (1) ■vmni^tzp BMC ^^n^enrnm^^ 

, 0. 0 8 3 X 1 0« c e 1 1 s/mLafeSl/i^iO. 167X10«cells 

ei/zmm^m^u—hiz7. 5mL/'^x;i/-ro. ^tz. 0. saxio^ce 

1 1 s ymLx^mmmthr^^mtmmMs 8 - (d -eisssibfctrifchcDa 
6@^iki 2 7^:ml^«y^-h^c3mL/''^x>ll/-r•c3, ^n^'n*#> ii^i^ 

100 0U/mLi:;^-&d:5JCI L - 2 ^mMl'Tzc Z.n^(Dyv—V^b%C 

02 4>3 y-CT^^b;/^ (^«o B@) o 

^*P^^t^4 Bi{ca-I2^«. S::'^0. 1 X 1 0 « c e 1 1 s/mLi/j:^J: 
■5(:: 1 %h uraa nABlfam^^llA I M VJCcfcOfB-«?b (^*6mL) . M 

J^?iS5 0 0 U/mL ^:;^§J:•5 I L- 2 =&^jDLfco 

mmmth7 Bg(c«o. o83xio« cei 1 s xm-Lxmrnmi^vtzm.^ 

U> 0. 227Xl0^cells /mL J; 5 IC. 0. 167X10^ c 
ells /mL-(:mmmixbhrz^^\tO . 276xi0«cells /mL 
^^oiz. ^tzs 0. 3 3 X 1 0« c e 1 1 s/mL-r^^r^^^bi^cgl^^HO. 
465X10^ eel Is /mL i:/cS:§ J; o tC, ^n^no . 0 5%human 
ABifllt*<^^OA I M V(C<^O^fRU (?^«*:^12. 6mL) . H^H^'fb 

#E5^{'*5ViT^?iS5 0 OU/mL I L - 2 ^muLfzc 

^mmttbl 0 0gt'«O. 083X10' eel 1 s /mL Tl§«P^$&L/fcE 
^ti, 0. 58X10«cell s/mLi;^j:€.J:'5{C. 0. 167X108 c 
ells /"mLXmrnrnmhTzK^UO . 75XlO«cells /mL tfS:^ 
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^oiZ. ^Tc. 0. 3 3X 1 0^ c e I I s /mLrmmmt^VTc^^itO. 7 
9X10^ eel 1 s XmLiirSi^^^lZ. -etl^'no. 05%humanAB 
Jfilff <£^tPA I M ViZ^r)^^V m&12. 6mL) . MfeHSfC L/TV^T^C 

:^\^^'ZmMS.5 0 0 U/mL tfji^J::^ I L - 2 ^^JPLfCo 



5 8 





^mmm OB mm 


^:ki^m^ (mm) 


(X 1 0 « c e 1 1 s/mL) 






0. 0 8 3 


SlCD 3 


7 0 




iaCD 3 +CH- 2 9 6 


5 9 3 


0. 16 7 


taCD 3 


1 0 4 




taCD 3 +CH- 2 9 6 


5 2 5 


0. 3 3 


tnlCD 3 


2 7 2 




trtCD 3 +CH- 2 9 6 


5 6 5 



ft 5 8 {3^$tl^ck3{3, ViTn(D|fflflSMmTit*^^LrcK5}-{C*3ViTfe. 
*fBif^ (tfiCD3mi^(D^\Z^^mm) tit$^bTCH-2 9 6*3<t2>'Jn:CD3 

, JaCD 3in:#:^5fiTfiMt-'5i;0t>, BMP>:^^z^\^^m±^mm-VL AKmm^ 

mm- mm-t^^t-/)^T^rzo s^c, c:o^:^©^««3 omLS^jfii, 

mmi oL^m^hrz.t>(Dirh^. ch-2 9 eT^ii^-r^jiitCcko, c<^ci; 

•5^j:^#TfC*5ViTt). B^^;6^CiSVite±^«^T$)0. C H - 2 9 6 (DW-^tt 
^*^;^€<^«li-§it^7&^«i^>^nrc5&^ CH - 2 9 GiZ^iommi^tzK^-X^it 
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mmmom^ mmmm) 

3 %(Dh uma n ABlfiim^'^trA I M ViZ^'^^hhO. 33X10' ce 

1 1 s xmL tti^ J: o\z. mmmi- (i) xmrni^rcp Buc^^n^nm 
Ii5i^j4i- (1) Tmmvrztfi\ihCD3mwm^i\:':^U'-h. ^rdt 

m}^hCB 3tri^^<kZSCU - 2 9 6 H^lfcy h 3 mL/^:i:;p-ro^^ 
^5%C02 ff'S 7W1^mVrz (1§«0 HS) o 

««w$fe^2 0eab^v^«3 Ba{c^n^'n2 Bmmo)^^. 3 Bmm<Dm^ 

^«IS^m4 B et::#E:^<i:fe, 0. 1 x l 0 ^ c e 1 1 s /mL ^:fcj:^ J; 5 
ICl %h uma nABifiitf ^^tTA I M V J; 0 #3§R t- (^»6mL) , 

@^<bLTVi;^Vi 1 2. 5 cm^m^^:7^;^3{c^n^*n^L';^c, 

*3ViT^M5 0 OU/mLtU^^Z)\Z^n'etll L-2S:»L^, 

^«|^^7 BitC^i^K^it), 0. 4 5X 1 0« c e 1 1 s/mLifj:-i)J: 
•5{C0. 0 5 %h uma n ABjfiltt^^tfA I M V(c:<J; D ^IRU 1 2 . 

6mL) , is!hm^<\:VX\^^fSi^^mV^^2 5 cm'mm^^y^:^::2^iLXrch 

(D^z^n^n^LTzo ^^^izii^^xmmms o ovxmhtr^^^oiz^n'e 
ni L - 2 ^mnuLfco 

^mmt^l OBEiZit^^^th. 0. 6 X 1 0 « c e 1 1 s/mL t/cC^ck 
•5fC0. 0 5 %h uma nABifiim ^^tfA I M V{3 J; 0 f^3^L (IS* 1 2 . 
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6mL) . fBJfc@^<bLTV^fd:ViiTL-V^2 5 cmStaflaig«7^Xn^3iTfcfe 



S5 9 











JJlCD 3 


2 6 6 




SiCD 3 +-CH- 2 9 6 


4 3 8 


mmmrii 3 a 


irtCD 3 


4 2 4 




inCD 3 +CH- 2 9 6 


5 6 2 




fciCD 3 


2 5 7 




StCD 3 +CH- 2 9 6 


5 6 8 



S5 9\zm-^n^^z>iz. mmmmm^^m^ (Dmrnmr^x-mrnvtzL AKB 
^\^^xM^^ti:i^mmmTf)m^nr:io tti^^. mmmm^^ni^x^. ch-2 
fz. :i(Dt^(Dmm\z^n^mmuMmm' mmmx^iKi, ^r:i. skmmmha 

OmLmsiSLXm.^m^&-f)^l O LX$>^:it^m^LX:^Qy). CH- 2 9 6xm 

m-r^z-^iz^o. :i(D^oti^wT{z^\.^xh. m^^^izM^^-m:kmmmx^ 
mmmeo i&skmmm (aim v) ^mi^^rc-LAKmmmmmiz^^f^itiiiz 

mm^com^ (CH-296Na) 
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cH-2 9 6N aitmrnmrn-^u-hizm^it-r^^^t^o^^mmmmm 

^p^> h^WlcttHWds 4 izmm(Dy ^ ^u:^C^ ^ :^ > h (CH- 
2 9 6Na) ^^JgS2 8. 6 g/mL <hfcJ:^J:"5fc:»b^. *fBi<i:LT, 
CH-296Na ^^iPb^cVii^fel^^bfc. 

^mm.m\ZJ,tcrL^<Dmmmi-A^<E>ifi\i h CD smi^ • CH- 2 9 6Na€: 
^tJPBS^®:5II^S^, #'^x>)I/i&PBST2lEl, R PM I i^MfeT 1 HJ^^U 

(2) LAK^fla(D^2l*3J;t;^"lg« 
3 %G)h uma nABjflltt^'^tfA I M VlzO. 33X10^ eel Is/ 

mLi?^;:^i;>5ic^ji««ji - (1) •vmmvrcPBuc^^n'enmmm. mm 
M6 0- (1) Ts^ML. ;^cin:t h CD 3 tn:#:ia^<bmit«yix-h, ^rc\tm 

t: hCD 3in;#::feJ;tXCH- 2 9 6 N a H^ftmi^^yix- h H 3 mL/"^ x 
}Vr'D^^^rco Sfc, CH- 2 9 GNa^m^HIS^'fC^OS^^jbn-r^K^^- 
lc^ViTf^. trtfc: hCD 3*i:#H^M)3S^5l7'I/-hfc*Vifem(c*H.T, 

l^m&l U ^/va-LtU^^aolZCH- 2 9 6 N a ^?^.J!lDbfco ^n^tl(D%j& 

\zi^\,^xmmm.i o o ou/mLtrj;-si;5tci L-2^wbfco c:ne>®y 
i^-h<&5%co2 4^3 7t:T^«L^ (^«o ea) o 

iS*Mi6^4 aaic, =&B::a'<ht)0. 1 X 1 0« eel 1 z/ml.tU^^^'D 
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fCl %h uma n ABllam^^tfA I M VlZ^fQ^Mly (^a6mL) , Mt) 

1^mmi^7 BBiZi^i^m^thO. S x l 0« c e l l s/mL<hfcJ:§<J;^{- 
, ^n^no. 0 5 %h uma n ABlfii^i^^tfA I M VtCckD^lRb (mM 

12. 6mL) , pihm^itLxi^^r^i^mL\^^2 5 cm'mmmmy^xu^iL 
xrc%<D\z^ti^n^i,rco ^^^^zi^^^Tmrnms o ouy^mLtrji^^o i 

L-2Sr^JnL.feo 

mmmihl O SgtC^&K^-hfcO. 9 4X l 0« c e l l s/mLiiT^cC'Sck 
oiZ. ^n^eno. O 5%humanABjfiitt^'^trA IM VtZ<J;Offf^b ( 
ie^«12. 6mL) , fsrt>0^'fkLTVi/j:l/i|lTbVi2 5 cm^ifflHaig^^^XZl 

3 I L - 2 ^^tinbfcc 





0 fC^-To 




S6 0 






lg-«ll§$^0 B B; 






SlCD 3 




2 2 2 


fixCD3 +CH 


- 2 9 6 N a S^fb 


9 2 2 


*xCD 3 + CH 


-2 9 6Na^WJin 


6 5 1 



m6 oiZ7^^n^^o\z. Mmm mcDstfu^^o^^izj^^Mm titm^vx 
cH-2 9 6N a^m^it$>^^^tmmxmmi^rci^'rn<D^^\z^\,^xhm^^ 
iL,±i^m^:fym<^nr:io -r^tD-^. ch- 2 9 qn aid,kzsmcD stfimz^^ 

xLAKmrn^mm-mm-r^^it^^x^rco ^tz. cc^i#<D^^fi3 omL 
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msk. 0 L^^.^bfcfe0T*D, CH- 2 9 6 NaT^iJ^-r^ 

H - 2 9 6 N a CD^5e4f^j{»t^>Js6 ^.tlfeo 

mmW^ 61 CH-296 h'-XcDf^^ 

CH- 2 9 6^m^itt^rcib(D\f—XtLX. Dynabeas M-4 5 
0 Epoxy (DynaiaSl) ^mmvrzc 2. 8 X 1 0 ^iS® D y n a b 
eas M-450 Epoxy^O. IMU >^^«lg ( p H 7 . 0 ) 3 0 
^#bfeo ^#L;tD y n a b e a s M-4 5 0 Epoxy 2. 8X10 
«1S^. CH- 2 9 6 1 4 OMg^r^tfPBS 0. 7mLCMb, @<?g 

mrjiy^^y (hsa) ^^c^pbs o. 7 mLx^ 3 mmm vtcW:. 4X:xu 
WVrc^(D^CH- 2 9 6 \i-xti.rco 

Sfc> CH-2 9 6^'^^r{Ctf-X^|WIti{3MaU^cfe©?&*ffiglf-Xtb 

mMMe2 CD 3/CH- 2 9 6 h:-X©(^^ 

CH- 2 9 6 tm\ihCD3ifii$it^m^it'r^rciib(D\^-XthT. Dy n 
abeas M-4 5 0 Epoxy^^fflb;fc„ 4 X 1 0 ^M(DD y n a b e 
as M-450 Epoxy^O. 1 M U >^^«?S ( p H 7 . 0 ) T 3 lEl?5fe 
#Lx7t. ^#fb;tDy n a b e a s M-4 5 0 Epoxy 4 X 1 0 
. CH-2 9 6 leOjLtg, tab hCD 3tri#:3 2 M g^^-^tlPB S ImL 

0. 1 %C»t hlfilttT;!/^^ > (HS A) ^^tr? B S ImLTSHItt^L'fc 
4'C-e{^^^Lfefe(D^CD 3/CH- 2 9 6 lf-X<hLyco 
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mmm6 3 i^stm^miAiu v) ^m^^rcLAKmmmmmz^n^^:^ 
mmm<Dmm (fn f i mmit\i~x\z^^mm) 

mmmmmmi^ (t*-x) izmm[:-^nrzy4':^a:^^^^>y^if^>h (c 
H- 2 9 6) ^m^^T(DL AKmmmmizM-r^m^^mi^i^rzo 

mcD 3 mi^T!}^ \d'-~Xizm^it-^nx\^^^ CD 3 tf-XiMfeia^^b^nxvi 

tjil^^Mm^f-XX-mmT^^'^ (CDStf-XE^a-) . CD3H-X,hCH-2 
9 6:!&?k'-XlC@^{b$nTViSCH- 2 9 6 l^-XiZ^vmWit^^^ (CD 
3 If-X+CH- 2 9 6 b*-XK^) , triCD 3^#:iCH- 2 9 G/O^^h'-Xl- 
H^'fli^nTVi^CD 3/CH- 2 9 6 tf-X{^J: D^lJ^-r^E^ (CD3/C 
H - 2 9 6 t!-XE5)-) ^m^VTzo 

1 %CDh uma nABlfiim^^tfA I M Y\ZO. 33X10«cells/ 

mL.j^?^c§j;3{'^M^«ji - (1) xmmvfcp BMC ^mmWi. i^hm^itv 

TV^TicVil 2 7X^«yi/- h(C3mL/'>x;i/-r-S)^$. CD 3 \i-X^^litC 
D 3 b*— X (Dynabeads M-4 5 0 CD3 (panT) , ^Ui$^X 
tt, DB11113) Srixi 0«M/':>x;W, ^Jfi0iJ6 1 "e^MUfc^fR^ tf- 
X^3. 8X 1 0^m/''yx.J]/tU^^o\Z. CD 3 b— X+CH- 2 9 6 t: — 

XK^«cD 3 H-x^ 1 X 1 o«i@/r>x;i/, mmme ixmmvrcCH-2 

9 6hf-X<&0. 7 6 X 1 0 «M/'^x;i/i;S§«fc'5Jc, CD3//CH- 
2 9 6 tf-XK5>«^M^^ 6 2Tl^|5!bfeCD 3XCH- 2 9 6 tf-X*2. 3 

X 1 0 ^m/'y:c)itf^^^o{zmmvrzo ^Oj:.)iiz\tmmmi o o ou/m 

L ,J:;ti:^cfc-5(C I L-2^^iPL-;^. ;ine)©X^- hSr 5 %C02 3 T^CT 

^^^$^it4 sg{i^iz:^<h^>i§«M4'ii^sn^^e-x^vi^:t^7"^ 

X^>\^iZJ:DW^^l^rc(Dt>. 0. 07X10' cell s /m L i 75: -5 J; ^ 13 
, 1 %h uma n ABjfiitf <&^tfA I M Vl3j:OI§-fRU (M*6mL) , PSh 
H^t'ffcbTViT^cVi 1 2. 5 cm^ifflflg^«:7^X3{Ci^L^Co ^SE^^-JC^SV^Ti^ 
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wo 2005/019450 



PCT/JP2004/012238 



m^5 0 OUXmLtU^<i:v I L - 2 ^mMLfCo 
^mmp^7 0@(ctt#|S:^t'bO. 2 5 X 1 0^ c e 1 1 s ym-L tfji^ J;: o 
1 %h uma n ABifii^f ^-^tfA I M VtcO; 0 -etl-^^tll^lRb (?^» 1 2 . 

6mL) > Mfe@^'fbbTV^fj;V^fTbVi2 5 cm'^mJt*7^7.3^iLT/it) 

(Diz^ti'enmvrco ^m^izii\^^xmmm.5 o ou/mLi^^t^ct^) i l-2 

0 B^\Z\t^m^thO. 685X10«cell s /mL tf£^ 

^Vlz. 1 %h uma nABifilm^^t^A I M VlZ^^^mV (^Ml 2 . 6 

iZ^Lfco ^mmz^l^^xmmms O 0U/mLi:;:j:^J;5 I L - 2 Sr^SPL:^ 

o 

1 5 s etc h ^)/^>y')v~m^mzx^mm^^nm]v. mmmtm 



6 1 





lg«M^O BSfiJSIt 




C D 3 h'-X 


SxCD 3 


4 2 0 


CD 3 tf-X+CH- 2 9 6 f-X 


taCD 3 +CH- 2 9 6 


8 3 0 


CD3/CH-296 t*-X 


taCD 3 +CH- 2 9 6 


7 4 8 



*6 1 ic^$ti^a:-5i3, ^}:^-x\z^vpmvrcLAKmm^m\z:^^^x. 

CD 3 ti-XE^itbts^UTCD 3 E-X+CH- 2 9 6 \i-X^^^^ZSCD 

n;t, -rysit)-^. mmmmmm^ti'X\z-x^m\^^rc'LAKmm^miz^^^x 
ifiCD 3ini^mm(D\i-xxmmr^<i:v^. m^^^izm^^m:kmmmxLAK 
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mmm6 4 ^ikm^^ (aim v) ^m^^xmmhrc-LAKmmmm^\zid 

(1) LAKmm(Dmm:^^xsmm 

( 2 ) LAKmm\z^n^ CD 8 m^mmmm^^ ):tm<Dm\m 

^62 fC^To 



6 2 







CD smi^mf&'^mm (%) 


CD 3 tf-X 


tfCCD 3 


4 7 


CD 3 tf— X+CH- 2 9 6 bf— X 


SlCD 3 +CH- 2 9 6 


4 9 


CD3/'.CH-296 h'-X 


6lCD 3 +CH- 2 9 6 


5 9 



^6 2{3^$n§cfc-5(3, =&t*'-X{Cj:;DfiMb;fcLAKifflfl§^«lC:feViT, 
CD 3 \:i-Xm'^t]tmVXCD 3 hi-X+CH- 2 9 6 \d-X^^^^ZSCD 
S/CH- 2 9 6 tf-XlS^lC=taML.}tK^iC*5ViTig*4'CDL AKm4' 

«fflm#:iLTh'-X^ffl^^fcLAKiBISiS«{C*DViT> CH- 2 9 ei^JzUm 

CD 3ini^^mmtLrz\i-x\z^Kimm^^^tx\ mcD sm^^Moti- 
XTfiMf-sj^o fe, BMiE>*^iz'LAKmm^<DCD 8m\^mm(D^mm^m< 
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SEQ 


ID 


NO: 


1 ; 


Par t i al 


reffion of 


fibronectin named 

X X LIX V^XlV^Vy V X XI XX \JL 111 VI 


II] 


[-8. 


SEQ 


ID 


NO: 


2 ; 


Par t i al 


reeion of 

X ^5 X V# XA V X 


fibronectin named 

X X 1^ X V XX V V V X XX XX UrIXl \J \x 


II] 


[-9. 


SEQ 


ID 


NO: 


3 ; 


Part i al 


reffion of 


fibronectin named 

■■■ X X XX V* Ir X XX XX lAUl \^ VI 


III 


I-IO. 


SEQ 


ID 


NO: 


4 ; 


Par t i al 


resrion of 

X V/ X v XA V X 


fibronectin named 

X X Ik/ X Vf XX V/ V If X XI AX VXUl V Vft 


III 


[-11. 


SEQ 


ID 


NO: 


5 ; 


Partial 


region of 


fibronectin named 


II] 


[-12. 


SEQ 


ID 


NO: 


6 ; 


Partial 


region of 


fibronectin named 


II] 


[-13. 


SEQ 


ID 


NO: 


7 ; 


Partial 


region of 


fibronectin named 


II] 


[-14. 


SEQ 


ID 


NO: 


8 ; 


Part ial 


region of 


fibronectin named 


CS- 


-1. 


SEQ 


ID 


NO: 


9 ; 


Fibronect in 


fragment 


named C-274. 






SEQ 


ID 


NO: 


10 


; Fibronectin 


fragment 


named H-271. 






SEQ 


ID 


NO: 


11 


; Fibronectin 


fragment 


named H-296. 






SEQ 


ID 


NO: 


12 


; Fibronectin 


fragment 


named CH-271. 






SEQ 


ID 


NO: 


13 


; Fibronectin 


fragment 


named CH-296. 






SEQ 


ID 


NO: 


14 


; Fibronectin 


fragment 


named C-CSl. 






SEQ 


ID 


NO: 


15 


; Fibronectin 


fragment 


named CHV-89. 






SEQ 


ID 


NO: 


16 


; Fibronectin 


fragment 


named CHV-90. 






SEQ 


ID 


NO: 


17 


; Fibronectin 


fragment 


named CHV-92. 






SEQ 


ID 


NO: 


18 


; Fibronectin 


fragment 


named CHV-179. 






SEQ 


ID 


NO: 


19 


; Fibronectin 


fragment 


named CHV-181. 






SEQ 


ID 


NO: 


20 


; Fibronectin 


fragment 


named H-275-Cys. 




SEQ 


ID 


NO: 


21 


; Primer 


12S. 












SEQ 


T TV 

ID 


NO: 


22 


; Primer 


14A. 












SEQ 


ID 


NO: 


23 


; Primer Cys-A. 










SEQ 


ID 


NO: 


24 


; Primer 


Cys-: 


3. 










SEQ 


ID 


NO: 


25 


; Fibronectin 


fragment 


named CH-296Na. 




SEQ 


ID 


NO: 


26 


; Polynucleotide coding Fibronectin fragment 
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CH-296Na. 
SEQ ID N0:27 ; Primer CH-296Nal. 
SEQ ID N0:28 ; Primer CH-296Na2. 
SEQ ID N0:29 ; Primer CH-296Na3. 

fflvifc«^-ft>, ^±mmmm<. mmmmmmm<mw^n. il-2r 
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m 1 IE«©;^}*o 
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9 . mmm^^v >awj yy^ti-c yi^mt^^-mmx^^mjj^m 1 ~ 

10. y>f^u:^^^>(Dy^^^>hf)^. @S^m®@H^j#-^i~8-e^$n 

^Vi-rn;{)^cDy5y^SH^J^^^75:< (hfe l-:3'^A.-^;'cC§xt^U^:7°^H (m) x$> 

^rMmm^^'rn^^<DT^ymMmz^^^xi^L<\,tmmm(Dr^ym 

1 3. ^)©^«fflgg«4'TfT?^-5^^3SilH^©;^ffi-ea&oT> 



13 8 



wo 2005/019450 



PCT/JP2004/012238 
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10^ ce 1 1 s/cm2~ixio« eel Is/cm^TcbS, 
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SEQUENCE LISTING 

<110> TAKARA BIO INC. 

<120> Process for the preparation of lymphocyte having cytotoxic activity 

<130> 04-058-PCTJP 

<150> JP 2003-298208 
<151> 2003-08-22 

<150> JP 2004-699 
<151> 2004-01-05 

<150> JP 2004-115648 
<151> 2004-04-09 

<150> JP 2004-222441 
<151> 2004-07-29 

<160> 29 

<210> 1 
<211> 87 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> partial region of fibronectin named III-8 
<400> 1 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr 

80 85 



<210> 2 
<211> 90 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> partial 



region of fibronectin named III-9 
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<400> 2 

Gly Leu Asp Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala 

15 10 15 

Asn Ser Phe Thr Val His Trp lie Ala Pro Arg Ala Thr Me Thr 

20 25 30 

Gly Tyr Arg lie Arg His His Pro Glu His Phe Ser Gly Arg Pro 

35 40 45 

Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr 

50 55 60 

Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu 

65 70 75 

Asn Gly Arg Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr 

80 85 90 



<210> 3 
<211> 94 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-10 
<400> 3 

Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro 
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15 10 15 

Thr Ser Leu Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

20 25 30 

Tyr Tyr Arg Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val 

35 40 45 

Gin Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser 

50 55 60 

Gly Leu Lys Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val 

65 70 75 

Thr Gly Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie 

80 85 90 

Asn Tyr Arg Thr 



<210> 4 
<211> 84 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-11 

<400> 4 

Gin Met Gin Val Thr Asp Val Gin Asp Asn Ser Me Ser Val Lys 
15 10 15 

Trp Leu Pro Ser Ser Ser Pro Val Thr Gly Tyr Arg Val Thr Thr 
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20 25 30 

Thr Pro Lys Asn Gly Pro Gly Pro Thr Lys Thr Lys Thr Ala Gly 

35 40 45 

Pro Asp Gin Thr Glu Met Thr Me Glu Gly Leu Gin Pro Thr Val 

50 55 60 

Glu Tyr Val Val Ser Val Tyr Ala Gin Asn Pro Ser Gly Glu Ser 

65 70 75 

Gin Pro Leu Val Gin Thr Ala Val Thr 

80 



<210> 5 
<211> 92 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-12 
<400> 5 

Ala Me Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 
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Lys Glu lie Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu 



<210> 6 
<211> 89 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named lli-13 
<400> 6 

Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala Thr Glu 
15 10 15 

Thr Thr Me Thr lie Ser Trp Arg Thr Lys Thr Glu Thr lie Thr 

20 25 30 

Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr Pro Me 

35 . 40 45 

Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me Thr Gly 

50 55 60 
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Leu Gin Pro Gly Thr Asp Tyr Lys lie Tyr Leu Tyr Thr Leu Asn 
65 70 75 

Asp Asn Ala Arg Ser Ser Pro Val Vai lie Asp Ala Ser Thr 
80 85 



<210> 7 
<211> 90 
<Z12> PRT 

<21 3> Art 1 f i ci a I Sequence 
<220> 

<223> partial region of fibronectin named 111-14 
<400> 7 

Ala lie Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr Pro 
15 10 15 

Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg lie Thr 

20 25 30 

Gly Tyr Me Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu 

35 40 45 

Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr lie Thr 

50 55 60 

Gly Leu Glu Pro Gly Thr Glu Tyr Thr Me Tyr Val Me Ala Leu 

65 70 75 

Lys Asn Asn Gin Lys Ser Glu Pro Leu lie Gly Arg Lys Lys Thr 
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80 85 90 

<210> 8 
<211> 25 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named CS-1 
<400> 8 

Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu His 
15 10 15 

Gly Pro Glu lie Leu Asp Val Pro Ser Thr 
20 25 

<210> 9 
<211> 274 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragment named C-274 
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<400> 9 

Pro Thr Asp Leu Arg 
1 5 

Val Thr Trp Ala Pro 
20 

Val Arg Tyr Ser Pro 
35 

Ser Me Ser Pro Ser 
SO 

Pro Gly Thr Glu Tyr 
65 

His Glu Ser Thr Pro 
80 

Ser Pro Thr Gly lie 
95 

Thr Val His Trp lie 
110 

I le Arg His His Pro 
125 

Arg Val Pro His Ser 
140 

Pro Gly Thr Glu Tyr 
155 

Glu Glu Ser Pro Leu 
170 

Val Pro Arg Asp Leu 



Phe Thr Asn lie Gly 
10 

Pro Pro Ser lie Asp 
25 

Val Lys Asn Glu Glu 
40 

Asp Asn Ala Va I Va I 
55 

Val Val Ser Val Ser 
70 

Leu Arg Gly Arg Gin 
85 

Asp Phe Ser Asp I le 
100 

Ala Pro Arg Ala Thr 
115 

Glu His Phe Ser Gly 
130 

Arg Asn Ser lie Thr 
145 

Val Val Ser Me Val 

160 

Leu Me Gly Gin Gin 
175 

Glu Val Val Ala Ala 



Pro Asp Thr Met Arg 
15 

Leu Thr Asn Phe Leu 
30 

Asp Val Ala Glu Leu 
45 

Leu Thr Asn Leu Leu 
60 

Ser Val Tyr Glu Gin 
75 

Lys Thr Gly Leu Asp 
90 

Thr Ala Asn Ser Phe 
105 

Me Thr Gly Tyr Arg 
120 

Arg Pro Arg Glu Asp 
135 

Leu Thr Asn Leu Thr 
ISO 

Ala Leu Asn Gly Arg 

165 

Ser Thr Val Ser Asp 
180 

Thr Pro Thr Ser Leu 
/ 4 6 



wo 2005/019450 



PCT/JP2004/012238 



185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp 



<210> TO 
<211> 271 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragment naned H-271 
<400> 10 

Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 
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20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Gtu Me Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 

95 100 105 

Thr Glu Thr Thr lie Thr Me Ser Trp Arg Thr Lys Thr Glu Thr 

no M5 120 

Me Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro Me Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me 

140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys Me Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val Me Asp Ala Ser 

170 175 180 

Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me 

200 205 210 

Thr Gly Tyr Me Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 
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215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr lie 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr Me Tyr Val lie Ala 

245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu lie Gly Arg Lys Lys 

260 265 270 

Thr 



<210> 11 
<211> 296 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> fibronectin fragment named H-296 
<400> 11 

Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu Me Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 
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50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 

95 100 105 

Thr Glu Thr Thr lie Thr Me Ser Trp Arg Thr Lys Thr Glu Thr 

110 115 120 

Me Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro Me Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr lie 

140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys lie Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val Me Asp Ala Ser 

170 175 180 

Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me 

200 205 210 

Thr Gly Tyr lie Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr lie 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr lie Tyr Val Me Ala 
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245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu Me Gly Arg Lys Lys 

260 265 270 

Thr Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu 

275 280 285 

His Gly Pro Glu Me Leu Asp Val Pro Ser Thr 

290 295 



<210> 12 
<211> 549 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-271 
<400> 12 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 . 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

14/46 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Gla Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

15/46 



wo 2005/019450 



PCT/JP2004/012238 



Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu lie Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr Me Thr Me 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro Me Gin Arg Thr Me Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr 

425 • 430 435 

Asp Tyr Lys Me Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 
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Ser Pro Val Val lie Asp Ala Ser Thr Ala lie Asp Ala Pro Ser 

455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 

470 475 480 

Trp Gin Pro Pro Arg Ala Arg Me Thr Gly Tyr lie lie Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr 

515 520 525 

Glu Tyr Thr Me Tyr Val lie Ala Leu Lys Asn Asn Gin Lys Ser 

530 535 540 

Glu Pro Leu Me Gly Arg Lys Lys Thr 

545 



<210> 13 
<211> 574 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-296 



<400> 13 

Pro Thr Asp Leu Arg Phe Thr Asn lie 



Gly Pro Asp Thr Met Arg 
17/46 
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1 

Val Thr Trp 



Val Arg Tyr 



Ser Me Ser 



Pro Gly Thr 



His Glu Ser 



Ser Pro Thr 



Thr Val His 



I le Arg His 



Arg Val Pro 



Pro Gly Thr 



Glu Glu Ser 



Val Pro Arg 



Leu Me Ser 



5 

Ala Pro Pro Pro 
20 

Ser Pro Val Lys 
35 

Pro Ser Asp Asn 
50 

Glu Tyr Val Val 
65 

Thr Pro Leu Arg 
80 

Gly lie Asp Phe 
95 

Trp Me Ala Pro 
MO 

His Pro Glu His 
125 

His Ser Arg Asn 
140 

Glu Tyr Val Val 
155 

Pro Leu Leu 1 1 e 
170 

Asp Leu Glu Val 
185 

Trp Asp Ala Pro 



10 

Ser Me Asp Leu 
25 

Asn Glu Glu Asp 
40 

Ala Val Val Leu 
55 

Ser Val Ser Ser 
70 

Gly Arg Gin Lys 
85 

Ser Asp Me Thr 
100 

Arg Ala Thr I le 
115 

Phe Ser Gly Arg 
130 

Ser Me Thr Leu 
145 

Ser Me Val Ala 
160 

Gly Gin Gin Ser 
175 

Val Ala Ala Thr 
190 

Ala Val Thr Val 
1 8/4 



15 

Thr Asn Phe Leu 
30 

Val Ala Glu Leu 
45 

Thr Asn Leu Leu 
60 

Val Tyr Glu Gin 
75 

Thr Gly Leu Asp 
90 

Ala Asn Ser Phe 
105 

Thr Gly Tyr Arg 

120 

Pro Arg Glu Asp 
135 

Thr Asn Leu Thr 
150 

Leu Asn Gly Arg 
165 

Thr Val Ser Asp 
180 

Pro Thr Ser Leu 
195 

Arg Tyr Tyr Arg 
6 
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Me Thr Tyr 



Thr Val Pro 



Pro Gly Val 

Gly Asp Ser 



Thr Glu lie 



Leu Lys Phe 



Thr Pro Pro 



Pro Lys Glu 



Asp Ser Ser 



Tyr Glu Val 



Pro Ala Gin 



Arg Arg Ala 



Ser Trp Arg 



200 

Gly Glu Thr Gly 
215 

Gly Ser Lys Ser 
230 

Asp Tyr Thr Me 
245 

Pro Ala Ser Ser 
260 

Asp Lys Pro Ser 
275 

Thr Gin Val Thr 
290 

Asn Val Gin Leu 
305 

Lys Thr Gly Pro 
320 

Ser Val Val Val 
335 

Ser Val Tyr Ala 
350 

Gly Val Val Thr 
365 

Arg Val Thr Asp 
380 

Thr Lys Thr Glu 



205 

Gly Asn Ser Pro 
220 

Thr Ala Thr Me 

235 

Thr Val Tyr Ala 
250 

Lys Pro Me Ser 
265 

Met Ala Me Pro 

280 

Pro Thr Ser Leu 
295 

Thr Gly Tyr Arg 
310 

Met Lys Glu Me 
325 

Ser Gly Leu Met 
340 

Leu Lys Asp Thr 
355 

Thr Leu Glu Asn 
370 

Ala Thr Glu Thr 
385 

Thr Me Thr Gly 
1 9/4 



210 

Val Gin Glu Phe 
225 

Ser Gly Leu Lys 
240 

Val Thr Gly Arg 
255 

1 1 e Asn Tyr Arg 

270 

Ala Pro Thr Asp 
285 

Ser Ala Gin Trp 
300 

Val Arg Val Thr 
315 

Asn Leu Ala Pro 
330 

Val Ala Thr Lys 
345 

Leu Thr Ser Arg 
360 

Val Ser Pro Pro 
375 

Thr Me Thr Me 
390 

Phe Gin Val Asp 
6 
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395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro Me Gin Arg Thr Me Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys Me Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val Me Asp Ala Ser Thr Ala Me Asp Ala Pro Ser 

455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 

470 475 480 

Trp Gin Pro Pro Arg Ala Arg Me Thr Gly Tyr Me Me Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr 

515 520 525 

Glu Tyr Thr Me Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser 

530 535 540 

Glu Pro Leu Me Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu 

545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu Me Leu Asp 

560 565 570 

Val Pro Ser Thr 
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<210> 14 
<211> 302 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named C-CS1 
<400> 14 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
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125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Giu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Asp Glu Leu Pro Gin Leu Val Thr 

275 280 285 

Leu Pro His Pro Asn Leu His Gly Pro Glu Me Leu Asp Val Pro 

290 295 300 

Ser Thr 
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<210> 15 
<211> 367 
<212> PRT 

<213> Art j f icial Sequence 



<220> 

<223> fibronectin fragment named CHV-89 
<400> 15 

Pro Thr Asp Leu Ars Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 lis 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
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Arg Val Pro 



Pro Gly Thr 



Glu Glu Ser 



Val Pro Arg 



Leu 1 1 e Ser 



lie Thr Tyr 



Thr Val Pro 



Pro Gly Val 



Gly Asp Ser 



Thr Glu Me 



Ala Arg Val 



Arg Thr Lys 



Pro Ala Asn 



125 

His Ser Arg Asn 
140 

Glu Tyr Val Val 
155 

Pro Leu Leu I I e 
170 

Asp Leu Glu Val 
185 

Trp Asp Ala Pro 
200 

Gly Glu Thr Gly 
215 

Gly Ser Lys Ser 
230 

Asp Tyr Thr Me 
245 

Pro Ala Ser Ser 
260 

Asp Lys Pro Ser 
275 

Thr Asp Ala Thr 
290 

Thr Glu Thr lie 
305 

Gly Gin Thr Pro 



130 

Ser I le Thr Leu 
145 

Ser lie Val Ala 
160 

Gly Gin Gin Ser 
175 

Val Ala Ala Thr 
190 

Ala Val Thr Val 
205 

Gly Asn Ser Pro 
220 

Thr Ala Thr lie 
235 

Thr Val Tyr Ala 
250 

Lys Pro lie Ser 
265 

Met Asn Val Ser 
280 

Glu Thr Thr Me 
295 

Thr Gly Phe Gin 
310 

Me Gin Arg Thr 
2 4/4 



135 

Thr Asn Leu Thr 
150 

Leu Asn Gly Arg 
165 

Thr Val Ser Asp 
180 

Pro Thr Ser Leu 
195 

Arg Tyr Tyr Arg 
210 

Val Gin Glu Phe 
225 

Ser Gly Leu Lys 
240 

Val Thr Gly Arg 
255 

1 1 e Asn Tyr Arg 
270 

Pro Pro Arg Arg 
285 

Thr Me Ser Trp 
300 

Val Asp Ala Val 
315 

I le Lys Pro Asp 
6 
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320 325 330 

Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val I le Asp Ala Ser Thr 

365 



<210> 16 
<211> 368 
<212> PRT 

<21 3> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-90 
<400> 16 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 . 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glii Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 
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Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu lie Asp Lys Pro Ser Met Ala lie Asp Ala Pro Ser Asn 

275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 

290 295 300 

Gin Pro Pro Arg Ala Arg lie Thr Gly Tyr Me Me Lys Tyr Glu 

305 310 315 

Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 

320 325 330 

Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr Glu 

335 340 345 

Tyr Thr Me Tyr Val lie Ala Leu Lys Asn Asn Gin Lys Ser Glu 

350 355 360 

Pro Leu' lie Gly Arg Lys Lys Thr 

365 



<210> 17 
<211> 370 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-92 

2 7/46 
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<400> 17 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 MS 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
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185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Fro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu 

365 370 
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<210> 18 
<211> 457 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named CHV-179 



<400> 18 

Pro Thr Asp Leu Arg Phe Tiir Asn lie Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 
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Me Arg His His 



Arg Val Pro His 



Pro Gly Thr Glu 



Glu Glu Ser Pro 



Val Pro Arg Asp 



Leu I le Ser Trp 



lie Tlir Tyr Gly 



Thr Var Pro Gly 



Pro Gly Val Asp 



Gly Asp Ser Pro 



Thr Glu lie Asp 



Ala Arg Val Thr 



Arg Thr Lys Thr 



Pro Glu His Phe 
125 

Ser Arg Asn Ser 
140 

Tyr Val Val Ser 
155 

Leu Leu lie Gly 

170 

Leu Glu Val Val 
185 

Asp A I a Pro Ala 
200 

Glu Thr Gly Gly 
215 

Ser Lys Ser Thr 
230 

Tyr Thr lie Thr 
245 

Ala Ser Ser Lys 
260 

Lys Pro Ser Met 
275 

Asp Ala Thr Glu 
290 

Glu Thr lie Thr 
305 



Ser Gly Arg Pro Arg 
130 

1 1 e Thr Leu Thr Asn 
145 

lie Val Ala Leu Asn 
160 

Gin Gin Ser Thr Val 

175 

Ala Ala Thr Pro Thr 
190 

Val Thr Val Arg Tyr 

205 

Asn Ser Pro Val Gin 
220 

Ala Thr lie Ser Gly 

235 

Val Tyr Ala Val Thr 
250 

Pro He Ser lie Asn 
265 

Asn Val Ser Pro Pro 
280 

Thr Thr I le Thr Me 

. 295 
Gly Phe Gin Val Asp 
310 

3 1/4 6 



PCT/JP2004/012238 

Glu Asp 

135 
Leu Thr 

150 
Gly Arg 

165 
Ser Asp 

180 
Ser Leu 

195 
Tyr Arg 

210 
Glu Phe 

225 
Leu Lys 

240 
Gly Arg 

255 
Tyr Arg 

270 
Arg Arg 

285 
Ser Trp 

300 
Ala Val 

315 
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Pro Ala Asn Gly Gin Thr Pro lie Gin Arg Thr lie Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys Me Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val Me Asp Ala Ser Thr Ala Me Asp Ala Pro Ser Asn Leu 

365 370 375 

Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin 

380 385 390 

Pro Pro Arg Ala Arg Me Thr Gly Tyr Me lie Lys Tyr Glu Lys 

395 400 405 

Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly 

410 415 420 

Val Thr Glu Ala Thr II e Thr G I y Leu G I u Pro G I y Thr G I u Ty r 

425 430 435 

Thr Me Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro 

440 445 450 

Leu Me Gly Arg Lys Lys Thr 

455 



<210> 19 
<211> 459 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> fibronectin fragment named CHV-181 
<400> 19 

Pro Thr Asp Leu Are Phe Thr Asn Me Gly Pro Asp Thr Met Ars 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

SO 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 IIS 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 
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155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly. Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 
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350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr lie Thr Me 

380 385 390 

Ser Trp Are Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro lie Gin Arg Thr Me Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys Me Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val Me Asp Ala Ser Thr 

455 



<210> 20 
<211> 276 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named H-275-Cys 
<400> 20 
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Met Ala Ala Ser Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr 

15 10 15 

Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn 

20 25 30 

Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys 

35 40 45 

Thr Gly Pro Met Lys Glu lie Asn Leu Ala Pro Asp Ser Ser Ser 

50 55 60 

Val Val Val Ser Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser 

65 70 75 

Vai Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly 

80 85 90 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg 

95 100 105 

Val Thr Asp Ala Thr Glu Thr Thr Me Thr Me Ser Trp Arg Thr 

110 MS 120 

Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp Ala Val Pro Ala 

125 130 135 

Asn Gly Gin Thr Pro Me Gin Arg Thr lie Lys Pro Asp Val Arg 

140 145 150 

Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys Me 

155 160 165 

Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val 

170 175 180 

Me Asp Ala Ser Thr Ala lie Asp Ala Pro Ser Asn Leu Arg Phe 

185 190 195 
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Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro 

200 205 210 

Arg Ala Arg Me Thr Gly Tyr Me Me Lys Tyr Glu Lys Pro Gly 

215 220 225 

Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr 

230 235 240 

Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr Me 

245 250 255 

Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu lie 

260 265 270 

Gly Arg Lys Lys Thr Cys 

275 



<210> 21 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 12S 
<400> 21 

aaaccatggc agctagcgct attcctgcac caactgac 38 
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<210> 22 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 14A 
<400> 22 

aaaggatccc taactagtct ttttccttcc aatcag 

<210> 23 
<211> 40 
<212> DM 

<213> Art i f icial Sequence 
<220> 

<223> primer Cys-A 
<400> 23 

aaaagcggcc gctagcgcaa gccatggtct gtttcctgtg 

<210> 24 
<211> 41 
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<212> DNA 

<213> Artificial Sequence 

<220> 

<223> primer Cys-S 
<400> 24 

aaaagcggcc gcactagtgc atagggatcc ggctgagcaa c 41 



<210> 25 
<211> 658 
<212> PRT 

<213> Arti f icial Sequence 

<220> 

<223> flbronectln fragment named CH-296Na 
<400> 25 

Met Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu Val 

20 25 30 

Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu Ser Me 

35 40 45 

Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu Pro Gly Thr 
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50 55 60 

Glu Tyr Val Vat Ser Val Ser Ser Val Tyr Glu Gin His Glu Ser Thr 
65 70 75 80 

Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp Ser Pro Thr Gly Me 

85 90 95 

Asp Phe Ser Asp Me Thr Ala Asn Ser Phe Thr Val His Trp Me Ala 

100 105 110 

Pro Arg Ala Thr lie Thr Gly Tyr Arg Me Arg His His Pro Glu His 

115 120 125 

Phe Ser Gly Arg Pro Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser 

130 135 140 

Me Thr Leu Thr Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser Me 
145 150 155 160 

Val Ala Leu Asn Gly Arg Glu Glu Ser Pro Leu Leu lie Gly Gin Gin 

165 170 175 

Ser Thr Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr 

180 185 190 

Pro Thr Ser Leu Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

195 200 205 

Tyr Tyr Arg Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin 

210 215 220 

Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu 
225 230 235 240 

Lys Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg Thr 
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260 265 270 

Glu Me Asp Lys Pro Ser Gin Met Gin Val Thr Asp Val Gin Asp Asn 

275 280 285 

Ser Me Ser Val Lys Trp Leu Pro Ser Ser Ser Pro Val Thr Gly Tyr 

290 295 300 

Arg Val Thr Thr Thr Pro Lys Asn Gly Pro Gly Pro Thr Lys Thr Lys 
305 310 315 320 

Thr Ala Gly Pro Asp Gin Thr Glu Met Thr Me Glu Gly Leu Gin Pro 

325 330 335 

Thr Val Glu Tyr Val Val Ser Val Tyr Ala Gin Asn Pro Ser Gly Glu 

340 345 350 

Ser Gin Pro Leu Val Gin Thr Ala Val Thr Ala Me Pro Ala Pro Thr 

355 360 365 

Asp Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

370 375 380 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro 
385 390 395 400 

Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro Asp Ser 

405 410 415 

Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys Tyr Glu Val 

420 425 430 

Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly 

435 440 445 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val 

450 455 460 

Thr Asp Ala Thr Glu Thr Thr Me Thr Me Ser Trp Arg Thr Lys Thr 
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465 470 475 480 

Glu Thr Me Thr Gly Phe Gin Vat Asp Ala Val Pro Ala Asn Gly Gin 

485 490 495 

Thr Pro Me Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me 

500 505 510 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys Me Tyr Leu Tyr Thr Leu 

515 520 525 

Asn Asp Asn Ala Arg Ser Ser Pro Val Val Me Asp Ala Ser Thr Ala 

530 535 540 

Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser 
545 550 555 560 

Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me Thr Gly Tyr Me 

565 570 575 

Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg 

580 585 590 

Pro Arg Pro Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly 

595 600 605 

Thr Glu Tyr Thr Me Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser 

610 615 620 

Glu Pro Leu Me Gty Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu Val 
625 630 635 640 

Thr Leu Pro His Pro Asn Leu His Gly Pro Glu Me Leu Asp Val Pro 
645 650 655 

Ser Thr 
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<210> 26 
<211> 1989 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> polynuleot ide coding CH-296Na 



<400> 26 



c a 1 21 1 gc c c a 


c t ga c c t gcg 


a 1 1 c a ccaac 


a 1 1 gg I ccag 


aCaCCa IgCg 


T gi cac c I gg 


fin 


gc t ccacccc 


catccat tga 


1 1 taaccaac 


t tcctggtgc 


gt tactcgcc 


tgtgaaaaat 


120 


gaggaagatg 


t tgcagagt t 


gtcaatt tct 


cc t tcagaca 


atgcagtggt 


ct taacaaat 


180 


ctcctgcctg 


gtacagaata 


tgtagtgagt 


gtctccagtg 


tctacgaaca 


acatgagagc 


240 


acacc tc t ta 


gaggaagaca 


gaaaacaggt 


ct tgattccc 


caactggcat 


tgacttttct 


300 


gatat tactg 


ccaac tct tt 


tac tgtgcac 


tggat tgctc 


c tcgagccac 


catcactggc 


360 


tacagga tec 


gccatcatcc 


cgagcact tc 


agtgggagac 


ctcgagaaga 


tcgggtgccc 


420 


cactc tcgga 


at tccatcac 


cc tcaccaac 


ctcac tccag 


gcacagagta 


tgtggtcagc 


480 


atcgttgctc 


t taatggcag 


agaggaaagt 


cccttat tga 


t tggccaaca 


atcaacagt t 


540 


tctgatgttc 


cgagggacc t 


ggaagttgt t 


gc tgcgaccc 


ccaccagcc t 


actgatcagc 


600 


tgggatgc tc 


c tgctgtcac 


agtgaga tat 


tacaggatca 


ct tacggaga 


aacaggagga 


660 


aa tagccc tg 


tccaggagt t 


cac tgtgcc t 


gggagcaagt 


c tacagctac 


catcagcggc 


720 


c t taaacc tg 


gagt tgat ta 


taccatcac t 


gtgtatgc tg 


tcac tggccg 


tggagacagc 


780 


cccgcaagca 


gcaagccaat 


t tccattaat 


taccgaacag 


aaat tgacaa 


accatcccag 


840 


atgcaagtga 


ccga tgt tea 


ggacaacagc 


at tagtgtca 


agtggc tgcc 


ttcaagt tec 


900 


cctgt tactg 


gt tacagagt 


aaccaccac t 


cccaaaaatg 


gaccaggacc 


aacaaaaac t 


960 
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aaaac tgcag 


gtccaga tea 


aacagaaa tg 


ac t a t tgaag 


gc t tgcagcc 


c acagt ggag 


1020 


ta tgtggt ta 


gtgtc tatgc 


tcagaa tcca 


agcggagaga 


gt cagcc t c t 


ggt t cagac t 


1080 


gcagtaaccg 


c tat tec tgc 


accaac tgac 


ctgaagt tea 


c tcaggtcac 


acccacaage 


1 140 


c tgagcgccc 


agtggacacc 


acccaatgt t 


cage tcactg 


ga t a t cgag t 


gcgggtgaec 


1200 


cccaaggaga 


agaccggacc 


aa tgaaagaa 


atcaacct tg 


c t cc t gacag 


ctcatccgtg 


1260 


gt tgtatcag 


gac t tatggt 


ggccaccaaa 


ta tgaagtga 


gtgtc tatgc 


t e t taaggae 


1 320 


act ttgacaa 


gcagaccagc 


tcagggtgt t 


gt caccac tc 


tggagaa tgt 


cageccac ea 


1 380 


agaagggc t c 


gtgtgacaga 


tgc tac tgag 


accaccatca 


cca t tagc tg 


gagaac c aag 


1 440 


ac tgagacga 


tcactggc t t 


ccaagt tgat 


gccgt t ccag 


ccaa tggcca 


gac t ccaa t c 


1 500 


cagagaacca 


tcaagccaga 


tgtcagaagc 


tacaccat ta 


caggt t taca 


accaggeae t 


1 560 


gactacaaga 


tctacc tgta 


cacc t tgaat 


gacaatgc tc 


ggagc t cccc 


tgtggt cat c 


1620 


gacgcc tcca 


ctgccat tga 


tgcaccatcc 


aacctgcgt t 


tcctggccac 


cacacceaa t 


1680 


tccttgc tgg 


tatcatggca 


gccgccacgt 


gccagga t ta 


c cggc t aca t 


catcaagtat 


1 740 


gagaagcc tg 


ggtctcctcc 


cagagaagtg 


gtccctcggc 


cccgccc tgg 


tgtcacagag 


1800 


gctactat ta 


ctggcc tgga 


accgggaacc 


gaatatacaa 


tttatgtcat 


tgeeetgaag 


1860 


aataa tcaga 


agagcgagcc 


cctgat tgga 


aggaaaaaga 


cagacgagc t 


tccccaac tg 


1920 


gtaaccc t tc 


cacaccccaa 


tc t tcatgga 


ccagagatct 


tggatgt tec 


t tceaca taa 


1980 


tagaagc 1 1 












1989 



<210> 27 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Primer CH-296Nal 
<400> 27 

atcatatgcc cactgacctg eg 22 

<210> 28 

<211> 23 
<212> DNA 

<213> Art i f icial Sequence 
<220> 

<223> Primer CH-296Na2 
<400> 28 

ataagcttct attatgtgga agg 23 

<210> 29 
<211> 22 
<212> DNA 

<213> Art i f icial Sequence 
<220> 

<223> Primer CH-296Na3 
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<400> 29 

accatcactg gctacaggat cc 22 
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